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Pyridine derivatives 

The invention relates to the use of 2-arylalkenyl-, 2-heteroarylalkeny!-, 2-arylaIkynyl-, 2- 
heteroarylalkynyl-, 2-arylazo- and 2-heteroarylazo-pyridines for modulating the activity of 
mGluRs and for treating mGluRS mediated diseases, to pharmaceutical compositions for 
use in such therapy, as well as to novel 2-aryialkenyl-, 2-heteroarylalkeny!-, 2-arylalkynyl-, 
2-heteroarylalkynyl-, 2-arylazo- and 2-heteroarylazo-pyridines. 

It has been found that 2-arylalkenyl-, 2-heteroaryIaIkenyl-, 2-aryla!kynyl- f 2- 
heteroarylalkynyl-, 2-arylazo- and 2-heteroarylazo-pyridines including the pharmaceutical^ 
acceptable salts (hereinafter agents of the invention) are useful as modulators of mGluRs. 
Modulation of mGluRs can be demonstrated in a variety of ways, inter alia, in binding 
assays and functional assays such as second messenger assays or measurement of 
changes in intracellular calcium concentrations. For example, measurement of the inositol 
phosphate turnover in recombinant cell lines expressing hmGluRSa showed, for selected 
agents of the invention, IC50 values of about 1nM to about 50jiM. 

In particular, the agents of the invention have valuable pharmacological properties. For 
example, they exhibit a marked and selective modulating/especially antagonistic, action at 
human metabotropic glutamate receptors (mGluRs). This can be determined in vitro for 
example at recombinant human metabotropic glutamate receptors, especially PLC-coupled 
subtypes thereof such as mGluRS, using different procedures like, for example, 
measurement of the inhibition of the agonist induced elevation of intracellular Ca 2+ 
concentration in accordance with L. P. Daggett et al. Neuropharm. Vol. 34, pages 871-886 
(1995), P. J. Flor et al M J. Neurochem. Vol. 67, pages 58-63 (1996) or by determination to 
what extent the agonist induced elevation of the inositol phosphate turnover is inhibited as 
described by T. Knoepfel et al. Eur. J. Pharmacol. Vol. 288, pages 389-392 (1994), L P. 
Daggett et al., Neuropharm. Vol. 67, pages 58-63 (1996) references cited therein. Isolation 
and expression of human mGluR subtypes are described in US-Patent No. 5,521,297. 
Selected agents of the invention showed IC50 values for the inhibition of the quisqualate- 
induced inositol phosphate turnover, measured in recombinant cells expressing hmGluRSa 
of about 1 nM to about 50nM. 

Accordingly the invention relates to agents of the invention for use in the treatment of 
disorders associated with irregularities of the glutamatergic signal transmission, and of 
nervous system disorders mediated full or in part by mGluRS. 
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Disorders associated with irregularities of the glutamatergic signal transmission are for 
example epilepsy, cerebral ischemias, especially acute ischemias, ischemic diseases of the 
eye, muscle spasms such as local or general spasticity and, in particular, convulsions or 
pain. 

Nervous system disorders mediated full or in part by mGluRS are for example acute, 
traumatic and chronic degenerative processes of the nervous system, such as Parkinson's 
disease, senile dementia, Alzheimer's disease, Huntington's chorea, amyotrophic lateral 
sclerosis and multiple sclerosis, psychiatric diseases such as schizophrenia and anxiety, 
depression and pain. 

The invention also relates to the use of agents of the invention, in the treatment of disorders 
associated with irregularities of the glutamatergic signal transmission, and of nervous 
system disorders mediated full or in part by Group I mGluRs. 

Furthermore the invention relates to the use of agents of the invention for the manufacture 
of a pharmaceutical composition designed for the treatment of disorders associated with 
irregularities of the glutamatergic signal transmission, and of nervous system disorders 
mediated full or in part by Group I mGluRs. 

In a further aspect the invention relates to a method of treating disorders mediated full or in 
part by group I mGluRs (preferentially mGluRS) which method comprises administering to a 
warm-blooded organism in need of such treatment a therapeutically effective amount of an 
agent of the invention. 

In still a further aspect, the invention relates to novel 2-arylalkenyl-, 2-heteroarylalkenyh 2- 
arylalkynyh 2-heteroarylalkynyl-, 2-arylazo- and 2-heteroaryiazo-pyridines and their salts, 
and to a process for preparing them. 

Moreover the invention relates to a pharmaceutical composition comprising as 
pharmaceutical active ingredient, together with customary pharmaceutical excipients, a 
novel 2-arylalkenyl-, 2-heteroarylalkenyl-, 2-arylalkynyh 2-heteroarylalkynyl-, 2-arylazo- or 
2-heteroarylazo-pyridine or a pharmaceutical^ acceptable salt thereof. 
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Agents of the invention are for example compounds of formula I 




(0 1 



wherein 

denotes hydrogen, lower alkyl, hydroxy-lower alky! lower alkyl-amino, piperidino, 
carboxy, esterified carboxy, amidated carboxy, unsubstituted or lower alkyl-, lower alkoxy-, 
halo- and/or trifluoromethyl-substituted N-lower-alkyl-N-pheny!carbamoyl, lower alkoxy, 
halo-lower alkyl or halo-lower alkoxy, 

R 2 denotes hydrogen, lower alkyl, carboxy, esterified carboxy, amidated carboxy, hydroxy- 
lower alkyl, hydroxy, lower alkoxy or lower alkanoyloxy, 4-(4-fluoro-benzoyl)-piperidin-1-yl- 
carboxy, 4-t-butyloxycarbonyl-piperazin-1 -yl-carboxy, 4-(4-azido-2-hydroxybenzoyl)- 
piperazin-1 -yl-carboxy or 4-(4-azido-2-hydroxy-3-iodo-benzoyl)-piperazin-1 -yl-carboxy, 
R 3 represents hydrogen, lower alkyl, carboxy, lower alkoxy-carbonyl, lower alkyl-carbamoyl, 
hydroxy- lower alkyl, di- lower alkyl- aminomethyl, morpholinocarbonyl or 4-(4-fIuoro- 
benzoyl)-piperidin-1 -yl-carboxy, 

R 4 represents hydrogen, lower alkyl, hydroxy, hydroxy-lower alkyl, amino-lower alkyl, lower 
alkylamirio-lower alkyl, di-!ower alkylamino-lower alkyl, unsubstituted or hydroxy-substituted 
lower alkyleneamino-lower alkyl, lower alkoxy, lower alkanoyloxy, amino-lower alkoxy, lower 
alkylamino-lower alkoxy, di-lower alkylamino-lower alkoxy, phthalimido-Iower alkoxy, 
unsubstituted or hydroxy- or 2-oxo-imidazolidin-1-yl-substituted lower alkyieneamino-lower 
alkoxy, carboxy, esterified or amidated carboxy, carboxy-lower-alkoxy or esterified carboxy- 
lower-alkoxy, 

X represents an optionally halo-substituted lower alkenylene or alkynylene group bonded 
via vicinal unsaturated carbon atoms or an azo (-N=N-) group, and 
R 5 denotes an aromatic or heteroaromatic group which is unsubstituted or substituted by 
one or more substituents selected from lower alkyl, halo, halo-lower alkyl, halo-lower alkoxy, 
lower alkenyl, lower alkynyl, unsubstituted or lower alkyl-, lower alkoxy-, halo- and/or 
trifluoromethyl-substituted phenyl, unsubstituted or lower alkyl-, lower alkoxy-, halo- and/or 
trifluoromethyl-substituted phenyl-lower alkynyl, hydroxy, hydroxy-lower alkyl, lower 
alkanoyloxy-lower alkyl, lower alkoxy, lower alkenyloxy, lower alkylenedioxy, lower 
alkanoyloxy, amino-, lower alkylamino-, lower alkanoylamino- or N-lower alkyl-N-lower 
alkanoylamino-lower alkoxy, unsubstituted or lower alkyl- lower alkoxy-, halo- and/or 
trifluoromethyl-substituted phenoxy, unsubstituted or lower alkyl- lower alkoxy-, halo- and/or 
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trifluoromethyl-substituted phenyl-lower alkoxy, acyl, carboxy, esterified carboxy, amidated 
carboxy, cyano, carboxy-lower alkylamino, esterified carboxy-Iower alkylamino, amidated 
carboxy-Iower alkylamino, phosphono-lower alkylamino, esterified phosphono-lower 
alkylamino, nitro, amino, lower alkylamino, di-lower alkylamino, acylamino, N-acyl-N-lower 
alkylamino, phenylamino, phenyl-lower aikyiamino, cycloalkyl-lower alkylamino or 
heteroaryl-lower alkylamino each of which may be unsubstituted or lower alkyl- lower 
alkoxy-, halo- and/or trifluoromethyl-substituted, 

customary photoaffinity ligands and customary radioactive markers, inclusive of their N- 
oxides and their pharmaceutical^ acceptable salts. 

Compounds of formula I having basic groups may form acid addition salts, and compounds 
of the formula I having acidic groups may form salts with bases. Compounds of formula I 
having basic groups and in addition having at least one acidic group, may also form internal 
salts. 

Also included are both total and partial salts, that is to say salts with 1 , 2 or 3, preferably 2, 
equivalents of base per mole of acid of formula I, or salts with 1 , 2 or 3 equivalents, 
preferably 1 equivalent, of acid per mole of base of formula I. 

For the purposes of isolation or purification it is also possible to use pharmaceutical^ 
unacceptable salts. Only the pharmaceutical^ acceptable, non-toxic salts are used 
therapeutically and they are therefore preferred. 

Halo in the present description denotes fluorine, chiorine, bromine or iodine. 
When X represents an alkenylene group, configuration trans is preferred. 
Preferred compounds of formula I are those wherein 

X represents an optionally halo-substituted (C 2 -4)alkenylene or alkynylene group bonded 

via vicinal unsaturated carbon atoms, 
Ri is hydrogen, (C^) alkyl, (C^alkoxy, hydroxy(C^)alkyi, cyano, ethynyl, carboxy, 

(Ci^alkoxycarbonyl, difd^alkylamino, (C^alkylaminocarbonyl, 

trifluorcmethylphenylaminocarbonyl, 
R 2 is hydrogen, hydroxy, (C^) alkyl, hydroxy (C M ) alkyl, (d. 4 ) alkoxy, carboxy, 

(C 2 . 5 )aikanoyloxy, (C^) alkoxycarbonyl, dKC^alkylaminofC^alkanoyl, 
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di(d^)alkylaminomethyl, 4-(4-fluoro-benzoyl)-piperidin-1 -yl-carboxy, 4-t.- 
butyloxycarbonyl-piperazin-1 -yl-carboxy, 4-(4-azido-2-hydroxybenzoyi)-piperazin-1 -yl- 
carboxy or 4-(4-a2ido-2-hydroxy-3-iodo-benzoyl)-piperazin-1 -yl-carboxy, 

R 3 is hydrogen, (C^) alkyl, carboxy, (C,^)alkoxycarbonyl, (d-^alkylcarbamoyl, 
hydroxy(Ci^)alkyl, di(d^)alkylaminomethyl, morpholinocarbonyl or 4-(4-fluoro- 
benzoyl)-piperidin-1 -yl-carboxy, 

FU is hydrogen, hydroxy, (C,^)alkoxy f carboxy, (C^alkanoyloxy, (d^alkoxycarbonyl, 
amino(C^)a!koxy t difd^alkylaminofd-^alkoxy, di(C,^)alkylamino(Ci^)alkyl f carboxy 
(d- 4 )alkylcarbonyl, (C 1 u l )alkoxycarbonyl(C 1 ^)aIkoxy J hydroxytd-^alkyl, 
di(d^)alkylamino(d-4)alkoxy, m-hydroxy-p-azidophenylcarbonylamino(d- 4 )alkoxy, 
and 

R s is a group of formula 




wherein 

R a and R b independently are hydrogen, hydroxy, halogen, nitro, cyano, carboxy, 
(Ci. 4 )alkyl, (Cv^alkoxy, hydroxy(C^)alkyl, (C^)alkoxycarbonyl, (C 2 . 7 )alkanoyl, 
(C 2 . 5 )alkanoyloxy, (d-sjalkanoyldxyfd^alkyl, trifluoromethyl, trifluoromethoxy, 
trimethylsilylethynyl, (d-sjalkynyl, amino, azido, amino (d^alkoxy, 
(C 2 . 5 )alkanoylamino(C 1 ^)alkoxy, (d^)alkylamino(d- 4 )alkoxy, di(C,^)alkylamino 
(d. 4 )alkoxy, (d-4)alkylamino, di(d^)alkylamino, monohalobenzylamino, 
thienylmethylamino, thienylcarbonylamino, trifluoromethylphenylaminocarbonyl, 
tetrazolyl, (Ca^alkanoylamino, benzyicarbonylamino, (d^alkylaminocarbonylamino, 
(d^)alkoxycarbonyl-aminocarbonylamino or (C 1 . 4 )a!kylsulfonyl l 
R c is hydrogen, fluorine, chlorine, bromine, hydroxy, (C^Jalkyl, (d-s)alkanoyloxy, 
(Ci^)alkoxy or cyano, and 
R d is hydrogen, halogen or (d^)alkyl. 



WO 99/02497 



-6- 



PCT/EP98/04266 



More preferred compounds of formula I are those wherein X is as defined above and 

Ri ! is hydrogen, (d. 4 ) alkyl, (C^alkoxy, cyano, ethynyl or di(d-4)alkylamino, 
R 2 is hydrogen, hydroxy, carboxy, (d-*) alkoxycarbonyl, di(C,^)alkylaminomethyl, 
4-(4-fluoro-benzoyl)-piperidin-1 -yl-carboxy, 4-t.-buty!oxycarbony!-piperazin-1 -yl- 
carboxy, 4-{4-azido-2-hydroxybenzoyl)-piperazin-1 -yl-carboxy or 4-(4-azido-2-hydroxy- 
3-iodo-benzoyl)-piperazin-1 -yl-carboxy, 
R 3 is as defined above, 

R 4 is hydrogen, hydroxy, carboxy, (C 2 . 5 )aikanoyloxy, (d^alkoxycarbonyl, amino 
(C M )alkoxy, di(d^)alkylamino(d.4)alkoxy, di(dw0alkylamino(d-4)alkyl or 
hydroxy(d-4)alkyl, and 

R s is a group of formula 




wherein 

R a and R b independently are hydrogen, halogen, nitro, cyano, 

(C M )alkyl, (d. 4 )alkoxy, trifluoromethyl, trifluoromethoxy or (C 2 . 5 )alkynyl, and 

Rcand R d are as defined above. 

The agents of the invention include, for example, the compounds described in the examples 
hereinafter. 

The usefulness of the agents of the invention in the treatment of the above-mentioned 
disorders could be confirmed in a range of standard tests including those indicated below: 

At doses of about 10 to 100 mg/kg i.p. or p.o. with pretreatment times of 15 min. to 8 hours, 
the agents of the invention show anticonvulsive activity in the eiectroshock induced 
convulsion model [cf. E.A. Swinyard, J. Pharm. Assoc. Scient. Ed. 38, 201 (1949) and J. 
Pharmacol. Exptl. Therap. 106, 319 (1952)]. 

At doses of about 4 to about 40 mg/kg p.o., the agents of the invention show reversal of 
Freund complete adjuvant (FCA) induced hyperalgesia [cf. J. Donnerer et a!., Neuroscience 
49, 693-698 (1992) and C.J. Woolf, Neuroscience 62, 327-331 (1994)]. 
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For all the above mentioned indications, the appropriate dosage will of course vary 
depending upon, for example, the compound employed, the host, the mode cf 
administration and the nature and severity of the condition being treated. However, in 
general, satisfactory results in animals are indicated to be obtained at a daily dosage of 
from about 0.5 to about 100 mg/kg animal body weight. In larger mammals, for example 
humans, an indicated daily dosage is in the range from about 5 to 1500 mg, preferably 
about 10 to about 1000 mg of the compound conveniently administered in divided doses up 
to 4 times a day or in sustained release form. 

Preferred compounds for the above mentioned indications include (3-{2-[24rans-(3,5- 
dichlorophenyl)-vinyl]-6-methyl-pyridin-3-yioxy}-propyi)<limethylamine (A), 2-methyl-6-styryl- 
pyridine (B), 2-(3-fluoro-phenylethynyl)-6-methyI-pyridine (C) and 2-(4-ethoxy-3- 
trifluoromethyl-phenylethynyl)-6-methy!-pyridine (D). It has for example been determined 
that in the above-mentioned electroshock induced convulsion model, compounds A and B 
show anticonvulsive activity with ED 50 s of 30 and 35 mg/kg i.p. respectively (pretreatment 
times: 4 hours and 15 min. respectively) and that in the above-mentioned FCA induced 
hyperalgesia model, compounds C and D show reversal of the hyperalgesia with ED50S of 
4.2 and 19 mg/kg p.o. respectively (post-treatment time: 3 hours). 

As indicated above, the agents of the invention include novel 2-arylalkenyl-, 2- 
heteroarylalkenyl-, 2-arylalkynyl-, 2-heteroarylalkynyl-, 2-arylazo- and 2-heteroarylazo- 
pyridines and their salts, hereinafter referred to as "compounds of the invention". 

Compounds of the invention include compounds of formula I as defined above, and their 
salts, wherein X and Ri to R 5 are as defined above, provided that when R 3 is hydrogen, 
a) in compounds of the formula I in which R lf R 2 and R4 are hydrogen, R 5 is different from 
phenyl, monohalophenyl, 2,4- and 3,4-dichlorophenyl, 3- and 4-trifluoromethylphenyl, 
methylphenyl, 3,4- and 2,5-dimethylphenyl, 4-isopropylphenyl, 3,5-di-tert.-butylphenyl, 
methoxyphenyl, 3,4-dimethoxyphenyl, 2,4,5- and 3,4,5-trimethoxyphenyl, hydroxyphenyl, 
3,5-dihydroxyphenyl, 4-hydroxy-3,5-dimethyl-pHenyl, 3-hydroxy-4-methoxy- and 4-hydroxy- 
3-methoxy-phenyl, 4-hydroxy-(3-methyl-5-tert.-butyl-, 2- and 4-acetylaminophenyl, 3,5- 
diisopropyl- and 3,5-di-tert.-butyl)phenyl, 4-carboxy- and 4-ethoxycarbonylphenyl, 4- 
cyanophenyl, 3-methoxycarbonylphenyl, 3-carboxy-5-methoxy-phenyl, 2-pyridinyl, 5-chloro- 
2-pyridinyl and 6-methyl-2-pyridinyl when X denotes ethenylene, or R 5 is different from 
phenyl, 4-methylphenyl, 4-methoxyphenyl, 4-bromophenyl and 2- and 4-chlorophenyl when 
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X denotes 1 ,2-propyIene attached to R 5 in 2-position, or R 5 is different from phenyl, 2- and 
4-chlorophenyl and 3-methoxyphenyi when X denotes 1 ,2-propylene attached to R 5 in 1- 
position, or R s is different from 4-methoxyphenyl when X denotes 2,3-but-2-enylene or 1 ,2- 
but-1 -enylene attached to R 5 in 2-position, or R s is different from 4-methoxyphenyl and 4- 
isopropyphenyl when X denotes 2,3-pent-2-eny!ene attached to R 5 in 3-position, or R s is 
different from phenyl, 4-methylphenyl, methoxyphenyl and 4-hydroxyphenyl when X 
denotes 3,4-hex-3-enylene; 

b) in compounds of the formula I in which Ri is methyl and R 2 and R4 are hydrogen, R 5 is 
different from phenyl, 3-methylphenyl, 2-methoxyphenyl, 2-chlorophenyl, 4-cyanophenyl, , 
2-pyridinyl and 6-methyl-2-pyridinyl when X denotes ethenylene; 

c) in compounds of the formula I in which Ri and R 2 are hydrogen and R 4 is carboxy, R 5 is 
different from phenyl, 3-methyiphenyl, 4-methoxyphenyl and 4-bromophenyl when X 
denotes ethenylene; 

d) in compounds of the formula I in which Rj and R 2 are hydrogen and R4 is methyl, R 5 is 
different from phenyl, 3-methoxy-, 4-methoxy- and 3,4-dimethoxyphenyi, 2-chloro- and 2,4- 
dichlorophenyl and 6-methyl-pyrid-2yl when X denotes ethenylene or R 5 is different from 
phenyl when X is 1 ,2-prop-1 -enylene attached to R 5 in 2-position; 

e) in compounds of the formula I wherein ^ and R 2 are hydrogen and R4 is 2-dimethyl- 
aminoethoxycarbonyl or 3-dimethylaminopropyloxycarbonyi, R 5 is different from 4-methoxy- 
phenyl when X denotes ethenylene; 

f) in compounds of the formula I in which Ri and R 2 are hydrogen and R 4 is 2-dimethoxy- 
ethoxy, R 5 is different from phenyl, 4-methylphenyl and 4-methoxycarbonylphenyl when X 
denotes ethenylene; 

g) R 5 is different from phenyl when R } and R 2 are hydrogen and R 4 is hydroxy or ethoxy- 
carbonyl, or when Ri and R 2 are hydrogen and R4 is hydroxy, or when R } is methyl, R 2 is 
hydrogen and R4 is methoxy, or R 1 is but-1-enyl, R 2 is hydrogen and R4 is hydrogen, or R t 
Is hydrogen and R 4 is 2-dimethoxyethoxy, and X is, in each case, ethenylene, 

and provided that, when R 3 is hydrogen and X is ethynylene, 

a*) R 5 is different from phenyl, 2- and 4-nitrophenyl, 4-aminophenyl, 4-chlorophenyl, 4- 
methylphenyl, 4-methbxyphenyl, 4-ethoxycarbonylphenyl, 5-formyl-2-methoxy-phenyl, 5- 
carboxy-2-methyo-phenyl and pyridyi when R1, R 2 and R 4 are hydrogen; 
b 1 ) in compounds of the formula I in which R 2 and R 4 are hydrogen, R 5 is different from 
phenyl, 3-methylphenyl. 6-methylpyridin-2-yl and 2-methoxyphenyl when R n is methyl, 
R 5 is different form 6-bromopyridin-2-yl when R1 is bromo, and R 5 is different form 6- 
hexyioxypyridin-2-yl when R 1 denotes hexyloxy; 
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c f ) in compounds of the formula I wherein Ri and R 4 are hydrogen, R 5 is different from 
phenyl, 4-aminophenyl and 4-propylphenyl when R 2 is methyl, R 5 is different from phenyl, 4- 
cyanophenyl and 4-pentylphenyl when R 2 is ethyl, R 5 is different form 3-cyano-4-ethoxy- 
phenyland 3-bromo-4-methoxy-phenyl when R 2 is butyl, R 5 is different from 4-methoxy- 
phenyl and 4 butyloxyphenyl when R 2 is pentyl, R 5 is different form 4-ter.-butylphenyl, 3- 
tert.-butyl-4-hydroxy-phenyl, 4-tert.-butyl-3-hydroxy.phenyl.and 4-hexyloxyphenyl when R 2 is 
carboxy, R 5 is different from phenyl when R 2 is methoxycarbonyl or methylcarbamoyl, R 4 is 
different form 3-tert.-butyIphenyl, 3-tert.-butyl-4-hydroxy-phenyl and 4-(4- 
methyipentyOphenyl when R 2 is ethoxycarbonyl, and R s is different from 4-pentyloxyphenyl 
when R 2 is 2-methyibutyloxycarbonyl; 

d') in compounds of the formula I wherein Ri and R 2 are hydrogen, R 5 is different from 
phenyl when R 4 is hydroxy, methyl, ethyl, carboxy, methoxycarbonyl or carbamoyl. 

Preferred compounds of the invention are as indicated above for the agents of the 
invention. 

The compounds of the invention can be prepared in analogy to the synthesis of known 
compounds of formula I. 

Thus the compounds of the invention which are of formula I can be prepared for example 
by a process which comprises 

a) reacting a compound of the formula II 

R2 YT R4 (,,) 

with a compound of the formula Y 2 — Rs (HI), in which either one of Y t and Y 2 denotes 
lower alkanoyl and the other one represents lower alkyl or triarylphosphoranylidenemethyl, 
or one of Y, and Y 2 denotes a reactive esterified hydroxy group and the other one 
represents a group Y 3 — X- in which Y 3 is hydrogen or a metallic group, and R 1( R 2 , R3. R4 
and R 5 have the meanings indicated hereinbefore and functional groups R 1( R 2 , R3 and R 4 
as well as functional substituents of R 5 may be temporarily protected, or 

b) eliminating H — Y 4 from a compound of the formula IV 
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in which Y 4 denotes an electrofugal group and R 1f R 2l R 3l X and R 5 have the meanings 
indicated hereinbefore and functional groups R 1f R 2> R 3 and R 4 as well as functional 
substituents of R 5 may temporarily be protected, removing any temporary protecting groups 

and, if desired, converting a compound of formula I obtainable by the above-defined 
processes into a different compound of formula I, resolving a mixture of isomers that may 
be obtained into the individual isomers and/or converting a compound of formula I having at 
least one salt-forming group obtainable by the above-defined processes into a salt, or 
converting a salt obtainable by the above-defined processes into the corresponding free 
compound or into a different salt 

A lower alkanoyl Y 2 or, more preferably, group is, for example, a CrCaalkanoyl group, 
such as formyl, acetyl or propionyl, especially formyl. A lower alky! group Y1 or, more 
preferably, Y 2 is, for example, a C r C 3 alkyl group, such as methyl, ethyl or propyl, especially 
methyl. Triarylphosphoranylidenemethyl Y 2 or, more preferably, Yt is, for example, 
triphenylphosphoranylidenemethyl. 

When one of and Y 2 denotes a reactive esterified hydroxy group and the other one 
represents a group of the formula Y3-X- in which Y 3 denotes hydrogen, the condensation is 
preferably performed according to the Heck coupling method, for .example, in the presence 
of copper or of a copper catalyst or of a noble metal/phosphine catalyst, such as Palladium 
or a Pdll salt in the presence of triaryl phosphine, for example, Palladium acetate, and of 
triphenylphosphine, or in the presence of bis-triphenylphosphine-palladium dichloride, 
preferably in the presence of a tri-lower alkyl amine, for example, trimethylamine, 
advantageously in the presence of Cu'-I, in a polar organic solvent such as N,N-di-lower 
alkyl-alkanoic acid amide, for example, dimethylformamide, a di-Iower alkyl sulfoxide, for 
example, dimethylsulfoxide, or dioxan, at temperatures from appropriately 15° C to 
appropriately 1 20° C, preferably at the boil. 



When one of Y } and Y 2 denotes a reactive esterified hydroxy group and the other one 
represents a group of the formula Y3-X- in which Y 3 denotes a metallic group such as a 
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halo-magnesium group, the reaction is preferably performed according to Grignard method, 
wherein the metallic intermediate is preferably formed in situ. 

When one of Y t and Y 2 denotes lower alkanoyl and the other one represents lower alkyl, 
the intermolecular condensation of compounds of the formulae tl and 111 is preferably 
performed according to the Shaw and Wagstaff method or one of its many modifications. 

When one of and Y 2 denotes lower alkanoyl and the other one represents 
triarylphosphoranyiidenemethyl , the condensation is preferably performed according to the 
well known Wittig olefin-building method, preferably by forming the phosphoranylidene 
component from a corresponding triarylphosphonium halide in situ, for example, by reacting 
the latter with a metal base, such as an alkalimetal hydride, such as sodium hydride, or with 
a metal-organic base, such as a lower alkyl metal compound, such as butyllithium, or with 
an alkali metal alkanolate, for example, potassium tertiary butoxide, preferably in an inert 
organic solvent, such as an aromatic or arylaliphatic hydrocarbon, for example, benzene or 
toluene, at appropriately -10° C to appropriately 39° C, preferably first at 0° to 10° C and 
then at ambient temperature. 

Electrofugal groups Y 4 are, for example, esterified hydroxy groups, such as hydroxy groups 
esterified with an organic acid, for example, lower alkanoyloxy or hydroxy groups esterified 
with an anorganic acid, for example, halo groups, or tertiary amino groups, such as tri-lower 
alkylamino groups, for example, trimethylamino, or lower-alkyleneamino, lower 
azaalkyieneamino, lower-oxyalkyleneamino or lower thiaalkyieneamino groups, such as 
pyrrolidine, piperidino, morpholino or thiomorpholino, or corresponding quaternary 
ammonium groups. 

The protection of functional groups by such protecting groups, the protecting groups 
themselves and the reactions for their removal are described, for example, in standard 
works. 

The elimination of H — Y 4 from compounds of formula IV can be performed in a customary 
manner. Thus, water or lower alkanoic acids may be eliminated by means of azeotropic 
distillation, for example, in toluene, advantageously under mild-acidic conditions. Hydrogen 
halides may be removed under basic conditions such as reaction with an alkalimetal 
alkanolate, preferably in the corresponding lower alkanol as a solvent or co-solvent, or biy 
heating in the presence of a tertiary amine, such as a tri-lower alkylamine. 
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The starting materials for the above described reactions are generally known. Novel starting 
materials can be obtained in manner analogous to the methods for the preparation of 
known starting materials. 

Compounds of formula I obtainable in accordance with the process can be converted into 
different compounds of formula I in customary manner, for example a free carboxy group 
may be esterified or amidated, an esterified or amidated carboxy group may be converted 
into a free carboxy group, an esterified carboxy group can be converted into an 
unsubstituted or substituted carbamoyl group, a free amino group can be acylated or 
alkylated, and a free hydroxy can be acylated. 

Also, compounds of the formula I can be oxidized by customary methods such as reaction 
with an organic peroxy acid, yielding the corresponding pyridine-N-oxide derivatives. 

Salts of compounds of formula I can also be converted in a manner known perse into the 
free compounds, for example by treatment with a base or with an acid. 

Resulting salts can be converted into different salts in a manner known perse. 

The compounds of formula I, including their salts, may also be obtained in the form of 
hydrates or may include the solvent used for crystallization. 

As a result of the close relationship between the novel compounds in free form and in the 
form of their salts, hereinbefore and hereinafter any reference to the free compounds and 
their salts is to be understood as including the free compounds, as well as the 
corresponding salts. 

In a compound of formula I the configuration at individual chirality centers can be selectively 
reversed. For example, the configuration of asymmetric carbon atoms that carry nucleophilic 
substituents, such as amino or hydroxy, can be reversed by second order nucleophilic 
substitution, optionally after conversion of the bonded nucleophilic substituent into a 
suitable nucleofugal leaving group and reaction with a reagent introducing the original 
substituent, or the configuration at carbon atoms having hydroxy groups can be reversed by 
oxidation and reduction, analogously to European Patent Application EP-A-0 233 734. 
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The invention relates also to pharmaceutical compositions comprising compounds of 
formula I. 

The pharmacologicaliy acceptable compounds of the present invention may be used, for 
example, in the preparation of pharmaceutical compositions that comprise an effective 
amount of the active ingredient together or in a mixture with a significant amount of 
inorganic or organic, solid or liquid, pharmaceutical^ acceptable carriers. 

The pharmaceutical compositions according to the invention are compositions for enteral, 
such as nasal, rectal or oral, or parenteral, such as intramuscular or intravenous, 
administration to warm-blooded animals (human beings and animals) that comprise an 
effective dose of the pharmacological active ingredient alone or together with a significant 
amount of a pharmaceutical^ acceptable carrier. The dose of the active ingredient depends 
on the species of warm-blooded animal, body weight, age and individual condition, 
individual pharmacokinetic data, the disease to be treated and the mode of administration. 

The pharmaceutical compositions comprise from approximately 1 % to approximately 95%, 
preferably from approximately 20% to approximately 90%, active ingredient. Pharmaceutical 
compositions according to the invention may be, for example, in unit dose form, such as in 
the form of ampoules, vials, suppositories, dragees, tablets or capsules. 

The pharmaceutical compositions of the present invention are prepared in a manner known 
perse, for example by means of conventional dissolving, lyophilizing, mixing, granulating or 
confectioning processes. 

The doses to be administered to warm-blooded animals, for example human beings, of, for 
example, approximately 70 kg body weight, especially the doses effective in disorders 
caused by or associated with irregularities of the glutamatergic signal transmission, are from 
approximately 3 mg to approximately 3 g, preferably from approximately 10 mg to 
approximately 1 g, for example approximately from 20 mg to 500 mg, per person per day, 
divided preferably into 1 to 4 single doses which may, for example, be of the same size. 
Usually, children receive about half of the adult dose. The dose necessary for each 
individual can be monitored, for example by measuring the serum concentration of the 
active ingredient, and adjusted to an optimum level. 
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The following non-limiting Examples serve to illustrate the invention; temperatures are given 
in degrees Celsius, pressures in mbar. 

EXAMPLE 1 
3-f2-(6-MethyIpyridin-2-yl)-vinyi]-ben2onitrile 

A solution of 2,6-dimethyl pyridine (4.2ml, 36.28 mMol), 3-cyanobenzaldehyde (4.95g, 37.74 
mMol) in acetic anhydride (6.85 ml) is heated under reflux for 1 6 hours. The acetic 
anhydride is then evaporated in vacuo and the residue purified on column chromatography 
(silica gel 400g). The column is first eluted with toluene (400 ml) and then with toluene/ethyl 
acetate 95:5. The fractions containing the desired compound are combined, evaporated in 
vacuo. The solid residue is recrystallized from methylene chloride/hexane and 3.18 g of 
white crystals are isolated, (melting point: 91-92°). 

EXAMPLE 2: 
2-[2-(6-Methyl-pyridin-2-yl)-vinyQ-benzonitrile 

A solution of 2,6-dimethyl pyridine (5.8 ml, 50 mMol), 2-cyanobenzaldehyde (6.81 g, 52 
mMol) in acetic anhydride (9.5 ml) is heated under reflux for 16 hours. The acetic anhydride 
is then evaporated in vacuo and the residue purified on column chromatography (silica gel 
400g). the column is first eluted with toluene (400 ml) and then with toluene/ethyl acetate 
95:5. The fractions containing the desired compound are combined, evaporated in vacuo. 
The solid residue is recrystallized from methylene chloride/diisopropyl ether and white 
crystals are isolated, (melting point: 113-11 4°). 

EXAMPLE 3 
2-Methyl-6-[2-(pyridin-4-yl)-vinyl]-pyridine 

A solution of 2,6-dimethyl pyridine (5.8 ml, 50 mMol), pyridine-4-carbaldehyde (4.9 ml, 52 
mMol) in acetic anhydride (9.5 ml) is heated under reflux for 16 hours. The acetic anhydride 
is then evaporated in vacuo and the residue purified on column chromatography (silica gel 
900g). The column is first eluted with toluene/acetone 4:1 (5 L), then with toluene/acetone 
3:1 (5 L) and finally with toluene/acetone 2:1 (15 L). The fractions containing the desired 
compound are combined, evaporated in vacuo. The solid residue is recrystallized from 
methylene chloride/diisopropyl ether and 0.956 g of white crystals are isolated, (melting 
point: 72-73°C). 
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EXAMPLE 4 
2-Methyl-6-[2-(pyridin-3-yl)-vinyi]-pyridine 

A solution of 2 f 6-dimethyl pyridine (5.8 ml, 50 mMol), pyridine-3-carbaldehyde (4.9 ml, 52 
mMol) in acetic anhydride (9.5 ml) is heated under reflux for 10 hours. The acetic anhydride 
is then evaporated in vacuo and the residue purified on column chromatography anhydride 
is then evaporated in vacuo and the residue purified on column chromatography (silica gel 
900g). The column is first eluted with toluene/acetone 9:1 (7 L), then with toluene/acetone 
4:1 (5 L) and finally with toluene/acetone 2:1 (5 L). The fractions containing the desired 
compound are combined, evaporated in vacuo. The solid residue is recrystaliized from 
methylene chloride/diisopropyi ether and 4.28 g of a colorless oil which solidify upon 
standing at 6-8°C, 

EXAMPLE 5 
2-[2-(3-Bromophenyl)ethynyl]-6-methyl-pyridine 

1.2 g (2.8 mMol) of 2-[1 ,2-dibromo-2-(3-bromophenyl)-ethyl]-6-methyl-pyridine are dissolved 
in 10 ml of ethanol. 0.9 g (16.1 mMol) of potassium hydroxide (powder) are added, and the 
resulting suspension is heated under reflux for 4 hours. The suspension is then cooled to 
room temperature, poured into 100 ml of brine and extracted thrice with 30 ml each of t- 
butyl methyl ether. The combined organic phases are washed with 30 ml of brine, dried over 
Sodium sulfate, filtrated and evaporated in vacuo. 0.720 g of the title compound are 
obtained as a colorless oil crystallizing on standing; melting point 60-61°. 

The starting material can be obtained as follows: 

a) 2-f2-Q-Bromophenvn-vinvn-6-methvl-Dvridine 

A solution of 24 ml (200 mMol) of 2,6-dimethyl pyridine and 25.6 ml (207 mMol) of 3- 
bromobenzaldehyde in 38 ml of acetic anhydride is heated under ^reflux for 7.5 hours. The 
acetic anhydride is then evaporated in vacuo, and the residue is dissolved in 500 ml of 4N 
hydrochloric acid and twice extracted with 200 ml each of hexane. The water phase is then 
extracted four times with 300 ml each of tert.-butyl methyl ether. The combined organic 
phases are washed twice with 300 ml each of a saturated solution of NaHC0 3 in water, then 
once with 300 ml of brine (300 ml), dried over sodium sulfate, filtrated and evaporated in 
vacuo yielding 4.2 g of the title compound as colorless crystals of melting point 58-59°. 
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b) 2-H .2-dibromo-2-(3-bromoDhenvn-ethvn-6-methyl-Dvridine 

1 g (3.6 mMol) of 2-(3-Bromo-phenylethynyl)-6-methyl-pyridine are dissolved in 5 ml of 
carbon tetrachloride, and the solution is heated to 55-60°. A solution of 0.23 ml (4.4 mMol) 
of bromine Br2 in 1 ml of carbon tetrachloride is added dropwise. The reaction mixture is 
maintained at 55-60° for 30 minutes and then cooled to room temperature. The resulting 
precipitate is collected by filtration and dried in vacuo. 1 .3 g of the title compound in form of 
yellow crystals of melting point 1 64-1 66are isolated. 

EXAMPLE 6 
3-[2-(6-Methylpyridin-2-yl)ethynyl]-benzonitrile 

A mixture of 1 g (8.54 mMol) 2-ethynyl-6-methyl-pyridine (prepared in analogy to D. E. 
Ames et a!., Synthesis, 1981 , p. 364-5), 2.3 g (12.8 mMol) 3-bromo-benzonitrile, 0.47 g (0.7 
mMol ) bis-(triphenylphosphine)-palladium-ll-chloride, 80 mg (0.41 mMol) cuprous iodide 
and 1.53 ml (15 mMol) triethylamine in 10 ml dimethylformamide is stirred for 3 hours at 90° 
C. The reaction mixture is cooled to ambient temperature, poured into water and extracted 
with dichloromethane. The organic layer is dried over sodium sulfate, filtered, evaporated to 
dryness and the residue is purified by chromatography on silica gel with hexane/ethyl 
acetate (4:1) as eluant. Crystallization from hexane of the obtained product affords 0.53 g 
(28.4 %) of the title compound as brown crystals, melting point 120-3° C. 

EXAMPLE 7 

In analogous manner to Example 1 (when X is alkenylene) or Example 5 (when X is 
alkynylene), the following compounds of formula I can be prepared: 



Compound of formula 1 


Melting point (°C) 


2-Styryl-pyridin-3-ol 


249-252 


2-Methvl-6'f2-(3-nitro-Dhenvl)-vinyl]-pyridine 


100-101 


2-f2-(2-Chloro-phenyl)-vinyll-pyridine 


colorless oil 


2-Methyl-6-styrvl-pyridine 


40-42 


Acetic acid 6-f2-(2-ch!oro-phenyl)-vinylVpyridin-3-yl ester 


75-77 


6-f2-(2-Chloro-phenyl)-vinvll-pyridin-3-ol 


168-171 


Acetic acid 2-f2-(2-chloro-Dhenyl)-vinyll-pyridin-3-yl ester 


99-102 
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2-f2-(2-Chioro-Dhenvl)-vinvn-DVridin-3-ol 


232-234 


6-Methvl-2-stvrv!-PVridin-3-ol 


261 dec 


Acetic acid 2-[2-(2-chIoro-Dhenvl)-vinyn-6-methyl-pvridin-3 p -vl ester 


92-94 


2-f2-(2-Chloro-Dhenyl)-vinvn-6-methvI-pvridin-3-ol 


232-234 


(Z)-6-Methvl-2-styryl-pyridin-3-ol 


145-148 


2-f2-(2-Chloro-phenyl)-vinvll-6-methvl-pvridine 


51-52 


2-r2-(2-Fiuoro-phenyl)-vinvn-PVridine 


69-70 


2-f2-(2-Nitro-phenvl)-vinvll-pvridine 


97-99 


Acetic acid 2-r2-(4-chloro-phenvl)-vinyll-6-methvl-pyridin-3-yl ester 


102-103 


Acetic acid 6-f2-(4-chloro-phenyl)-vinvll-2-methvl-pyridin-3-vl ester 


130-131 


2-[2-(4-Chloro-*phenyl)-vinvl]-6-methyl-pyridin-3-oI 


275-278 dec 


6-[2-(4-Ch!oro-phenyl)-vinvll-2-methvl-PVridin-3-o! 


265-270 dec 


Acetic acid 6-methvl-2-[2-(2-nitro-phenvl)-vinyll-pyridin-3-yl ester 


139-140 


6-Methvl-2-r2-(2-nitro-phenvn-vinyIl-pvridin-3-ol 


190-195 dec 


Acetic acid 2-methvl-6-f2-(2-nitro-phenyl)-vinyn-pyridin-3-yi ester 


99-100 


2-Methy!-6-r2-(2-nitro-phenyl)-vinyn-PVridin-3-ol 


230-233 dec 


Acetic acid 2-r2-(3-chloro-phenyl)-vinyll-6-methyi-pyridin-3-vl ester 


97-99 


Acetic acid 6-f2-(3-ch!oro-phenvi)-vinyll-2-methvl-Dvridin-3-yl ester 


112-114 


2-f2-(3-Chloro-phenyl)-vinvll-6-methYl-PVridin-3-ol 


232-235 


6-f2-(3-Chloro-phenyl)-vinvI1-2-methvi-pvridin-3-ol 


230-232 


(Z)-(6-Styryl-pvridin-2-yl)-methanoI 


69-70 


(EW6-Styryl-pvridin-2-yl)-methanol 


58-60 


2,2 , -(1,2-Ethenediyl)bisf6-methvll-pvridine 


108-110 


Dimethyl-[3-(6-methyl-2-styryl-pyridin-3-yioxy)-propyl]-amine;hydroch!oride 
salt 


136-139 


(E)-6-f2-(2-Pvridyl)vinyll-2-picoline 


56-57 


2-Methyl-6-styryl-pyridine 1 -oxide 


102-103 


2-Styryi-pyridine 1 -oxide 


156-159 


(E)-6-MethyI-2-(2-pvridin-2-vl-vinyl)-Dvridin-3-ol 


240-242 


(Z)-6-Methvl-2-(2-pyridin-2-yl-vinvl)-Dyridin-3-oi; HCl salt 


225-228 


6-Styryl-pyridine-2-carbonitrile 


92-93 


2-f2-(2,6-Dichloro-phenvl)-vinvl]-6-methyl-pyridine 


iiqht yell, oil 


3-Methoxy-6-methyl-2-styryl-pyridine 


liaht yell, oil 


6-Styryl-pyridine-2-carboxylic acid amide 


141-142 : 


2-[2-(6-Methyl-pvridin-2-yl)-vinyl]-benzonitrile 


113-114 
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3-f2-(6-Methvl-PVridin-2-vn-vinvl1-benzonitrile 


91-92 


4-r2-(6-Methyl-pvridin-2-Yl)-vinvll-benzonitrile 


131-132 


6-Styryl-pvridine-2-carboxvlic acid; HCI Salt 


209-212 


6-Styryl-pvridine-2-cai±>oxvlic acid methyl ester 


87-63 ! 


Acetic acid 2-r2-(6-methvl-Dvridirv2-vl)-vinvn-phenvi ester 


colorless oil | 


2-r2-(6-Methvl-Pvridin-2-vn-vinvl1-Phenol 


227-229 


Acetic acid 2-methoxv-4>r2-f6-methvl-Pvridin-2-vl)-vinvl1-pheny! ester 


102-103 


2-f2-(3-Chloro-phenyl)-vinvn-6-methvl-Pvridine 


59-61 


2-r2-(4-Chloro-phenyl)-vinvll-6-methvl-PVridine 


83-85 1 


2-r2-(2-Chloro-phenyl)-vinvl1-5-ethyl-Dvridine 


34-35 


1 -(6-Styrvl-pvridin-2-yl)-ethanone 


67-68 


6-f2-(2-ChJoro-phenyi)-vinyll-2-methvl-nicotinic acid ethyl ester 


80-82 


2-r2-(2-Chlorophenyl)-vinvn-6-methv!-nicotinic acid ethyl ester 


70-72 


2-f2-(6-Methvl-Dyridin-2-vl)-vinyn-benzoic acid; HCI salt 


218-219 


3-f2-(6-Methvi-pyridin-2-yl)-vinyn-benzoicacid 


150-151 


4-f2-(6-Methvl-pvridin-2-vl)-vinyil-benzoic acid 


206-207 


3-[2-(6-Methvl-pvridin-2-vn-vinvll-benzoic acid methyl ester; HCI salt 


237-238 


4-F2-(6-Methyl-pyridin-2-vl)-vinyl]-benzoic acid methyl ester 


112-113 


2-Methoxy-4-f2-(6-methvl-pyridin-2-vl)-vinyn-phenol 


118-119 


f3-r2-(6-Methvl-pyridin-2-vl)-vinyil-phenvl>-methanol; HCI salt 


230-231 


6-Styryl-pyridine-2-carboxyiic acid .tert.-butylamide 


87-68 


2-{2-Bromo-2-phenyUvinvl)-6-methyl-pyridine; HCI salt 


150-154 


2-Methyl-6-phenylethynvl-pyridine; HCI salt 


146-148 


6-Styryl-pvridine-2-carboxylic acid hexylamide; HCI salt 


118-125 


6-f2-(2-Chloro-phenyl)-vinvl1-2-methyl-nicotinicacid 


219-221 dec 


2-[2-(2-ChIoro-phenyl)-vinyl1-6-methvl-nicotinicacid 


168-170 


2-f2-(3 l 5-Dichloro-Dhenvn-vinvn-6-methvl-DVridine 


75-77 


2-Methyl-6-f2-f3-trifluoromethvi-phenyi)-vinvl1-pyrid!ne 


44-45 


(E)-6-r2-(4-pyridyI)vinyl]-2-Picoline 


72-73 


N,N-Diethvl-3-r2-(6-methvl-pyridin-2-vl)-vinvll-benzamide; HCI salt 


227-228 


N,N-Diethvl-4-f2-(6-methvl-pvridin-2-vl)-vinyn-benzamlde; HCI salt 


183-184 


(E)-6-f2-(3-pyridyl)vinyll-2-Picollne 


yellowish oil 


{2-[2-(2-Chloro-phenyl)-vinyi]-6-methyl-pyridin-3-yloxy}-acetic acid ethyl 
ester 


colorless gum 
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3-[2-(6-Methyl-pyridin-2-yl)^ j 
HC! salt 


249-251 


A \2 (6 Methyl rr ^.o_„i\.winvn. N -^-trifluoromethvl-phenvD-benzamide — 


160-161 


2-f2-(3-Nitro-phenyl)-vinvn-PVridine 


127-128 


6-Styrvl-pvridine-2-carboxyHc acid (3-trifluoromethyl-phenyl) -amide 


128-129 


2-f6-StvrYl-pyridin-2-vl)-prapan-2-ol. HCI salt 


171-174 


2-Methvi-6-(2-thiophen-2-vl-vinvl)-PVridine, HCI salt 


208-211 


2-r2-(3-Chloro-phenvl)-vinvll-PVridine _ _ 


51-53 


2-r2-(3-Cyano-phenyi)-vinvl1-PVridine . — 


85-86 ^ 


2-[2-(3-Bromo-phenvl)-vinvn-6-methvl-PVridine 


58-59 


2-f2-(3-Brom n -p hpn y n - p - fiMQr °- vinv ^-^ methvl " pvrid ' ne 


58-59 


2-f2-(3 t 5-Dimethvlphenyn'2>fluoro-vinvn'6-methyl-pyridine . 


70-72 


2-r2"(2 t 3-Dimethoxy-phenvi)-vinvn-6-methyl-pyridine 


colorless oil 


2-r2-(2 < 3>Dichloro-phenyl)-vinvl1-6-methyl-pyridine _ 


67-68 


2-f2-(3-Chloro-ohenyl)-1 -methyl-vinyll-Dvridine 


colorless oil 


{2-r2-(2-Chloro-phenyl)-vinvll-6-methvi-Pvridin-3-ylVmethanol 


87-90 


2-Methvl-6-f2-(34rimethvlsilanvlethvnyI-phenvl)-vinyl]-pyiMne 


yellowish oil 


2-F2-(3,4-Difluoro-Dhenvl)-vinyll-6-methvl-PVridine 


61-62 


2-F2-(3-Ethvnvl-phenyl)-vinvn-6-methvl-PVridine 


vellowish oil 


2-r2-(3 ) 5-Difiuoro-phenvn-vinvn-6-methyl-pyridine 


yellowish oil 


p.rp-f3.RtjQro-phenvl)'VinvlV6-methyi>pyridine : — 


yellowish oil 


2-r2-(3-Methoxv>phenyl)-vinvl1-6-methyl-pyfidine 


yellowish oil 


2-Methvl-6-r2-(3-phenoxy>phenyl)-vinvll-pyr»dine . _ 


yellowish oil 


2-[2-(3-Benzvloxv-Dhenvl)-vinyll-6rmethvl-pyridine 


68-69 


2-f2-(2,5-Difluoro-phenvn-vinvi1-6-methvl-pvridine 


44-45 I 


f2-f2-(2-Chloro-phenyi)-vinvll-6-methvl-PVridin-3-yloxvVaceticacid 


230-233 


(3H2-[2-(3-Chloro-phenyl)-vinyl]-6-methyi-pyridin-3-yloxy}-propyi)-dimethyI- 
amine _ 


j 203-205 


{6>f2-(2>Chloro-phenyi)>vinvi1-2-methyl-pyridin-3-ylfmethanol 


131-133 


9.^-Rmmo>phenviethvnviV6-methvi-pyridine _ : 


61 "63 _j 


2-Methyl-6-{2-r3-(34rifiuoromethv1-phenoxv)-phenvn-vinvlVPvridine 


veilcwish oil 


2-r2-(3 t 5-Dimethoxy-phenvl)-vinyn-6-methvl-pyridine 


43-45 


2-f2-(3-Chloro-phenyl)-vinvl1-3-methoxv-6-methvl-pyridine 


52-53 


Acetic acid 4-bromo-2-f2-(6-methyl-pyridin-2-yl)-vinvll-Phenvl ester 


yellowish oii 


Acetic acid 3-r2-(6-methyl-pyridin-2-yl)-vlnvl1-phenyl ester 


yellowish oil 
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2-f2-(3 4-Dichloro-phenYl)-vinvn-6-methvl-PYridine 


73-75 


>l-Rromo-?-P-(fi-mAthYl-PYridin-2-Yl)-vinyn-Phenol 


246-248 


Acetic acid 2-r2-(3.5'dichloro-DhenvIVvinvil-6-methvl-Pvridin-3-vl ester 


156-158 


Acetic acid 6-r2-(3.5-dichloro-DhenvD-vinvll-2-methvl-Dvridin-3-vI ester 


159-161 


Acetic acid 2-r2-(3.5-dichloro-DhenvD-vinvn-Pvridin-3-yl ester 


154-156 


2-Methvl-6-(2>naphtha1erv1-vi-vinvi)-PVrtdine , 


yellowish oil 


2-r2.r2.3-Dihvdro4Denzof1,4ldioxin-6-vl)-vinvn-6-methvi-Pvridine 


99-101 


2-Methvi-6-r2-naDhtha]en-2-vi-vinvD-Dvridine 


97-99 


2-Methv!-6-f2-m-tolvl-vinYn-Pvridine 


yellowish oil 


W2.r3-f3.5*Dich!oro-Dhenoxv)-phenvll-vinvlH-methvl-pvridine 


yellowish qum 


2-f2-(3-Chioro-phenvD-proDenvlV6-methvi-PVridine 


yellowish oil 


2-r2-(2,3-Dihvdro-benzofuran-5-vlVvinvn-6-methvl-pvridine 


38-90 


.2-r2-(4-Fiuoro-phenvl)-vinvn-6-methvi-Pvridine _ 


50-51 


2-Methvl-6-r2-o-tolvl-vinyl)-pyndine _ 


yellowish oil 


2-Methyi-6-(2-p-tolvl-vlnyl)-pyridine m _ 


85-86 


2-Methyl-6-(2-p-tolvl-propenvn-pyridine _ 


yellowish oil 


3-r2-(6-Methvl-pvridin-2-vl)-vinvl]-phenvlamine 


126-129 


(2,3-Dimethoxy-7-nitro-quinoxalin-5^ 

vinylVphenyiVamine _ . 


pale orange foam 


N-j3-f2-(6'Methvi-pyridin-2-vl)'Vinyn-phenviVacetamide 


147 


N4342-(6-Methvl-pyridin-2-vn-vinvlVphenyi>-2-phenvl-acetarnide 


156 


2 2-Dimethyl-N-{3-r2-(6-methvl-Pvr^ 


166-168 


Thiophene-2-carboxylic acid {3-[2-(6-methyl-pyridin-2-yl)-vinyi]-phenyl}- 
.amide m _ 


197 dec 


Cyclohexanecarboxylic acid {3-[2-(6-methyl-pyridin-2-yl)-vinyl]-phenyl}- ■ 
amide , : — 


215 


1-(4-Bromo-phenvi)-3-(3-[2-f6-methyl-pyridin-2-yl)-vinyll-phenvl>-urea 


197 dec 


2-Methyl-6-f2-(4-nitro-phenvl)-vinyn-Dvridine 


134-135 


4-f2-(6>Methvl-pyridin-2-vl)-vinylVphenyiamine _ 


147-148 


2-f2-(3,5-Dichloro-Dhenvl)-vinyll-6-^^ . 


218-220 


6-f2-(3 t 5'Dichioro>phenyl)>vinvi1>2-methvl>pyridirv3-oi ; 


286 dec 


2-r2-(3 t 5-Dichloro-Dhenvl)-vinvl1-pyridin-3-oi 


240-242 


2-r2-(6-Chloro-ben2ori t 31dioxol-5-v!)-vinvn-6-methvl-pvridine 


131-132 


2-r2-(2,3-Difluoro-phenyl)-vinyll-6-methyl-pyridine 


55-56 


2-f2-(3 f 4-Dichloro-phenvl)-propenvIl-6-methy!-pyridine 


yellowish oil 
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ojo.c* ^-RiQ-trifh inrnmpthvl -one nvlVvinvfl-6-methvl -pyridine 


85-86 


Arptir sriH 9-mpthow-fi-r2-^6-methvl-Dvridin-2-vl)-vinvn-Dhenvl ester 


yellowish oil 


0- m othnw-f5-f5- fs- m eth vl -d vridi n-2-v0 -v in vR -phenol 


118-120 


2-Methyl-6-r2-(2.3,6-trifluoro-phenvl)-vinvll-PVridine 


59-62 


o ro /a Pinnrn <i trifh iorrtmpthvl-nhpn\/h-vinvn-6-rnGthvl-DvridIne 

^-[^-^H-i IUlJrO"0"ll lllUUI UIIICU lyj-JJI ICI ly l / viiiyi|-v iii^i. iyi-|jyi iuh »s? 


yellowish oil 


2-Methvl-6-(2 1 3,6-trifluoro-phenvlethvnvi)-pvridine 


93-94 


A/^A>tr> o/~iH /! /»hlnm o /fi-mpthvl-nvriHin-P-vn-vinvfl-nhpnvl Pster 


vellowish oil 


Aootir> q/*jh o R_Hi tort -hi itvLA-fO-^ft-mpthvl-nvridin-^-vlUvinvll-Dhenvl ester 


127-128 


O /A Mcifrhwl rM#riHm_0_wlothi/nwl\-hpn7flnriirip 

o"\D-ivieinyi-pyriajn~^"yicujyiiy i 


187-189 


Arpfir ariH ii-hrnmn-p-mpthoY\/-6-f2-f6-methvl-Dvridin-2-vn-vinvn-Dhenvl 
ester 


151-153 


p-ffi-Chloro-benzofi 31dioxoI-5-vlethvnvl)-6-methvl-ovridine 


105-106 light brown 
crystals > 


? ! 
2-f2-(3 t 5-Dichloro-phenyl)-vinyn-3-methoxy-6-methyl-pyridine 


127-129 


2-r2-(3 l 5-Dichloro-phenyl)-viny!1-3-methoxy-pyridine 


111-113 


5-A2ido-2-r2-f6-methvl-Dvridin-2-vlVvinvll-Dhenol 


143 dec 


2-[2-(Fyidin-3-yl)ethynyl]-6-methyi-pyridine 


light yellow crystals 
60-61 


N-{3-f2-(6-Methyl-pyridin-2-yl)-vinyn-phenyl}-succinamicacid 


212-213 


i -ien.-DUryi*^*\>3*|t-^o*rneinyi-pyriuiii^ iyi] yi id iyi/-uicci 


1 91 -1 92 


5-({3-[2-(6-Methyl-pyridin-2-yl)-v^ 

Wih\/Hr/\_/"ii tinr»V2slina_0 *5-HirtflP 


250 dec 


Totrah\/Hrn fi iran-O-r^arhnvx/lir arid n-f?-fo-mPthvl-DVridin-2-vh-vinvl1- 

ohenvlV-amide 


160-161 


(1-{3-[2-(6-Methyl-pyridin-2-yl)-vinyl]-ph 
carbamic acid tert.-butyl ester 


colorless foam 


({3-[2-(6-Methyl-pyridin-2-yl)-vinyl]-phei^ 
acid tert.-butyl ester 


colorless foam 


DiethyW3-f2-(6-methyl-pyridin-2-yl)-vinvl1-Dhenyl>-arnine 


217 dec 


Ethyl-f3-r2-f6-rnethyl-pyridin-2-yl)-vinyn-phenvl>-amine 


225 dec 


Ethyl-{3-f2-(6-methvl-pvridin-2-yi)-vinvn-phenyl>-amine 


183 dec 


2-(2-Ethoxy-3,6-difIuoro-phenylethynyl)-6-methyl-pyridine 


yellowish oil 


2-(3,5-Difluoro-phenylethynyl)-6-methyl-pyridine 


yellowish oil 


2-(3-Fluoro-phenvlethynyl)-6-methyl-pyridine 


26-28 


2-[2-(3.5-Dimethyl-phenyl)-vinyll-6-methyl-pyridine 


56-57 
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2-r2-{3,4-Dimethoxv-Phenyl)-vinvn-6-methvl-pvridine 


55-56 


2-(3.4-Dich!oro-phenylethynyl)-6-methyl -pyridine 


73-74 


2-(4-Ethoxv-3-trifluoromethyi-phen^ethynyl)-6-methyl-pvridine 


61-62 


2-(4-Ruoro-phenylethynyl)-6-methyI-pyridine 


98-100 


2-Methvl-6-.o.-tolylethynyl-pyridine 


yellowish oil 


2-(3,4-Difluoro-phenylethynyl)-6-methyl-pyridine 


65-68 


2-Methvl-6-r2-(2 t 3,5-trich!oro-phenyl)-vinyn-Dyridine 


80-82 


1-f3-(6-Methvl-pvridin-2-y!ethynyl)-phenyll-ethanone 


76-78 


2-Methyl-6-(3-trifluoromethyi-phenylethynyI)-pvfidine 


35-37 


2-MethyI-6-(3-nitro-Dhenylethynyl)-pyridine 


99.5-102.5 


6-f2-{3,5-Dichloro-phenyl)-vinyll-3-methoxy-2-methyl-pyridine 


98-100 


{2-[2-(2-Chloro-phenyl)-vinyl]-6-methyl-pyridin-3-yl}-mor^ 
methanone 


123-125 


(3-{2-[2-(3,5-Dichloro-phenyl)-viny!]-6-methyl-pyridin-3-yloxy}-propyl)- 
dimethyl-amine hydrochloride salt 


207-210 


N-{4-f2-(6-Methyl-pyridin-2-yl)-vinyll-phenyl}-succlnamlc acid 


201 dec 


N-f4-f2-(6-Methyl-pyridin-2-y0-vinyl1-phenyl}-2-phenyl-acetamtde 


236-237 dec 


({4-[2-(6-Methyl-pyridin-2-yl)-vinyl]-phenylcarbamoyl}-methyl)-carbamic 
acid .tert. -butyl ester 


144-145 dec 


1-tert.-ButvI-3-(4-f2-(6-methyl-pyridin-2-yl)-vinyn-phenyl>-urea 


209 dec 


{3-[2-(6-Methyl-pyridin-2-yl)-vinyl]-phenylHhiophen-2-ylmethyl-amine 
hydrochloride salt 


161-162 


Cyclohexylmethyl-{3-[2-(6-methyl-pyridin-2-yl)-vinyl]-phenyl}-amine 
hydrochloride salt 


178-179 dec 


(4-r2-(6-Methvl-pyridin-2-vl)-vinyll-phenyIHhiophen-2-vlmethvl-amine 


100 


Cyclohexylmethyl-{4-f2-(6-methyl-pyridin-2-vl)-vinyll-phenyi}-amine 


106-107 


2-Amino-N-{3-[2-(6-methyl-pyridin-2-yl)-vinyl]-phenyt}-3-phenyl- 
propionamide 


102 


2-Amino-N-{3-f2-(6-methvl-PVridin-2-yl)-vinyll-phenyl}-acetarnide 


105 


2-Arnino-N-{4-f2-(6-methyl-pyridin-2-vl)-vinyn-phenyi}-acetamide 


217-219 dec 


1-[1-({2-[2-(2-Chloro-phenyl)-vinyl]-6-methyl-pyridin-3-yloxy}-acetyl)- 
piperidin-4-yfl-imidazolidin-2-one 


amorphous foam 


(H^-[2-(6-Methyl-pyridin-2-yl)-vinyl]-phenylamino}-ethyl)-phosphonic acid 
dimethyl ester 


orange amorphous 
solid 


2-f2-(2-Methoxy-phenyl)-vinyl]-6-methyl-pyridine 


129-130 
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2-(3*Ethoxv^-fluoro-pnenvietnynyi)^-meinyi-pvnaine 


82-83 


2-(3-Chioro-Dnenyl etnynyi ) -b-fYieinyi-pynaine 


57-59 


1-(3-Pyndin-z-yietnynyi-pnenyij-einanane _____ 


48-51 


a /~»ur«-« o f o la *v\a+W«/I r4\/rtHin_0_\/1\-\yin\/ll-nhpnnl 


256-260 


4-Bromo-2-methoxv-6-r2-(6-methyl-pvridin-2-yl)-vinyl]-phenol 


121-123 




57-58 


2- (2 t 5- DiT luoro-pn eny i einy ny i ) -o-mein yi -pvi »a i r \xs 


49-50 


n /<t tz nirvmit» #1 r-\h»j^n\/lcsth\fn\/l\-R-moth\/l-r\\/riHinp 


yellowish oi! 


o ro /o c niurnrrtn f-»KQr»i/l\_v/in\/ll_R_rnoth\/l-n\yriHinR 


68-70 


*t kj^.*ii«>i c fo /r»t/rirr»tWir» ft * /l\_othwn\/ll-n\/rirt inp 


110-112 


(2-{2-[2-(3-Ch!oro-phenyi)-vinyl]-6-me^ 
amine 


165-167 


a h //I ro /ft ma+hwLn\/riHin- 0 -v/n-vinvll-nhpnvlVGth\/l ester 

AC6IIC HCIQ 1 ^4-l^-\0-rneinyi-pyriun rt-yj/-vii iyi| yuciiyif-ouiyi cgioi 




o-i2-(b*Meinyi-pynain-^:-yi;-yinyi|-pnenoi 


250-251 


o /c hJlA+litfl mtriWin O til £a+hwr\\/l\«.r\hpn\/la minp 


129-130 


m ro /a KJiia*h\/i_rk\/rHin-0-vlpth\/n\/h-nhpnvn-2-Dh6nvl-ac6tarnid6 


133-135 dec 


Thinnhpnp-p-rarhoxvlic acid f3-(6-methvl-Dvridin-2-y!ethYnyl)-phenyf|- 
amidp 


156-157 dec 


0 -Mpthvl-6-rthioDhen-2-v!ethvnvn-Dvridine 


34-36 


^-/R-Mpthvl-nvridin-2-vlethvnvh -benzoic acid ethyl ester 


56-58 


0-/^ ^-nihrnmrv-nhpnvlethvnvn-6-rnethvl-Dvridine 


100:101 


/o rowo_phinrn-nhpn\/iV\/invl1-6-methvi-D 


227-229 dec 


fo.^ft-ro /o nhlnrn-nhpnvl^vinvll-2-metM 


184-186 


5-Azido-4-iodo-2-[2-(6-methyl-pyridin-2-yl)-vinyn-phencl 


red qiass 


o ft m +ort Hnt\#i_A rQ_ffi-mPthvLnvririin-?-vn-vinvll-Dhenol 


126-127 


i_ja ro /ft Mpth\/i_n\/riHin-9-vl^-\/in\/n-ohenvlVethanol 


97-99 


O- A/i pthvUft- r°. / nvri m i rl i n-P -v! ^ - ethvnvl 1 -d vrid i n e 


144-145 


r^-/R.Mpthvi-nvridin-2-vlethvnvlUDhenvn-Dhenvl-rriethaj r ione 


99-100 


e-fe-Methyl-pyridin^-ylethvnyO-S^-dihydro-IH-quinoiin^-one 


189-191 


2-(3^2-[2-(3-Chloro-phenyl)-vinyl]-6-methyl-pyridin-3-yloxy}-propyi)- 
isoindole-1.3-dione 


101-103 


3-Methoxy-6-methyl-2-.m.-toiv!ethynvl-pvridine 


brown oil 


Acetic acid 2-r2-(6-methyl-pvridin-2-yl)-vinyll-4-nitro-phenyi ester 


129-131 


6-(6-Methyl-pvridin-2-y!ethynyi)-indan-1-one 


160-165 


2-Methvl-6-f2-(pyrazin-2-vl)-ethynyI1-pyridine 


95-96 



WO 99/02497 



-24- 



PCT/EP98/04266 



N-MethyI-N-(3-{4-[2-(6-metnyi-pyriam-^-yi^^ 

acetamide _ . : 


62-70 


r\ ro in c o;<-. +ri*h n^irrt m oth\ri -nhonwh - 1 -pthnxv-vinvfl-6-methvl-Dvridine 


yellow oil 


amm^Sm n/^'iA o nhanwl o+hwnx/l-rMvriHin-^-v/l P^tpr 


brown oil 


A rtft i;- 0 -iJc moth\/l-0_ m -tnlvlfithvnvl-DVridin-3-Vi GStSr 


brown oil 


a a ro /R-m*sth\/l-n\/ririin-2-vrt-vin\/n-2-nitro-DhGnvl ester 


91-93 


o ro /<5-MothvLm/ririin-9-vn-vinvn-4-nitro-Dh8nol 


275 dec 


nimoth\^.r^-/5-nhpfwi6thvnvl-Dvridin-3-v!oxv^-Dropyn ,, anriine 


yellowish oil 


nimflth%/L^JA-ro.^R-mp^hvl-nvridin-2-vn-vinvll-Dhenoxv}-DroDVl)*amine 


240-243 


i«fd-r9.rfi-MethvUovridin-2-vn-vinvll-DhenvlVethanone 


56-58 


O-^-PIt inrn-nhpnvlGthvnvl^-auinollne 


81-83 


Arptir arid 0 -methv1-6-stvrvl-Dvridin-3-v! ester 


93-96 j 


A.r^-^fi-Mpth\/l-nvridin-2-vn-vlnvn-2-nitro-DhenoI 


141-143 


^-Fthnw^.r?-r6-methvl-Dvridin-2-vlWinvll-2-nitro-phenol 


175-178 dec 


A.^fi-Mpthvl-nvridin-2-vlethvnvn-2-nitro-Dhen6l 


184-187 dec 


Acetic acid 2-F2-(6-methvl-Dvridin-2-yn-viny[l-6-nitro-phenyl ester 


105-110 dec 


nimothuiJ^-/R-mpth\/l-2-DhenvIethvnvl-Dvridin-3*vloxv)-proDyl]-anriine 


yellow gum 


9-A7idn-4-rp-rfi-mpthvl-Dvridin-2-vn-vinvn-Dheno! 


155-157 dec 


nimo+huLr^./R-mpthvi-p- m -tolvlethvnvl-Dvridin-3-vloxvVpropyn -amine 


yellowish oil 


9-^-Mpthanp^tjifonvl-Dhenvlethvnvn-6-rnethyl-pyridine 


108-1 10 dec 


^^o.r9.^.rhinrn-nhpnvh-vinvn-6-methvl-Dvridin-3-vloxv>-propvlamine 


186-189 


4-Azido-.N.-(3-{2-[2-(3-chloro-phenyl)-vinyl]-6*methy!-pyridin-3-yloxy}- 

r\rr\r\ -O.hv/ri rnYV- h p n7 a m i d e 


99-102 dec 


3-f3-(3-DimethvIamino-proDOxy)-6-methvl-PVridin-2-y!ethvnvll-benzonitrile 


yellow aum 




133-134 


o Mo+hwl c /o q t; trir'hlnrn-nhpnvlPthvnvh-DVridine 


112-114 


o ro ir mQthvi-nwriHfn-^-v/hpthvnv/n-fi-mpthvl-Dvridine 


118-119 


DimethyK3-[6-methyl-2-(3-trifluoromethyl-phenylethynyl)-pyridin-3-yloxy]- 
propylVamine 


yellow gum 


2-[2-(6-methyl-pyridin-3-yl)ethynyl]-3-methoxy 6-methyl-pyridine 
hydrochloride salt 


198-199 


2-Methyl-6-(5 t 6J t 8-tetrahvdro-naphthalen-2-ylethvnvl)-pvridine 


50-51 


3-f2-(3-Chloro-phenylethvnyl)-6-methvl-PVridin-3-yloxv1-proDylamine 


151-153 


(3-{4-Bromo-2-methoxy-6-[2-(6-methyl-pyri^ 

dimethyl-amine; _ 


211-215 
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r6-(3-Fluoro-phenvlethynvl)-PVridin-2-vl1-dimethvl-amine 


brown oil 


6 -(S-Ruoro-phenvlethvnyn-o^.o.D-teiranyaro-^.n.-n jDipynainyi 


urown gum 


{3.[2-(3-Chloro-pnenyietnynyi)-o-meinyi-pyn^ 
amine 




4-/\ZIQO-.N.-\0-[t-^0"Cnioro-pnenyieiiiynyi^ - lyi-pyi iuu i o-yiuAyj 

propylV2-hydroxv-benzamide 


1 61 -1 63 dec 


•i ro /e Math\H-nwriHin-9-vlfith\/n\/h-nhenvll-1 H-f1 2 41triazoie-3-carboxvlic 
acid ethyl ester 


105-110 dec 


i-M-^R-Mpth\/UP-nhenvlethvnvl-Dvridin-3-vloxv)-DroDvn*DiDeridin-3-ol 


108-109 


?-Ethvnvi-6-f3-fIuoro-Dhenvlethvnvl)-pvridine 


89-90 


3-Methyl^-(6-methyl-pyridin-2-ylethynyl)-3H-ben20oxazol-2*one 


172-174 


1 -[3-(6-Methyl-pyridin-2-yiethynyl)-phenyl]-1 H-[1 ,2, 4]triazole-3-carboxyIic 
acid dim ethy (amide 


154-157 


1-[3-(6-Methyl-2-phenylethyny!-pyridin-3-yioxy)-propyl]-piperidin-4-ol 


amorphous white 
solid 


5W6-Methvl-Dvridin-2-vlethvnyl)-2-nitro-pheno! 


150-151 dec 


5-f2-Bromo-2-(6-methyi-pvridin-2-y!)-vinyn-2-nitro-phenoI 


158-159 


5-[2-(6-Methyl-pyridin-2-yl)-E-vinyl]-2-nitro-phenol 


171-173 


5-[2-(6-Methyl-pyridin-2-yI)-Z-vinyl]-2-nitro-phenol 


108-110 


4-Azido-2-hvdroxy-.N.-f3-(6-methyl-pyridin-2-ylethynyi)-phenyll-benzamide 


180-182 dec 


5-(3-Dimethylamino-propoxy)-6-phenylethynyi-pyridine-2-carboxyiic acid 
ethyl ester 


160-162 


6-Methyl-2-stvrvl-pvrimidin-4-oi 


221-225 


2-EthyJ-6-(3-fluoro-ohenvlethynyl)-pyridine 


brown oil 


2-(3,5-Dichioro-phenvIethynyl)-6-methyl-Dyridine 


74-76 


2-Methyl-6-f3-trifluoromethoxy-phenylethynyl)-pyridine 


<30; brown crystals 


2-Methvl-6-(3-M 2 4ltriazol-1-vJ-phenylethynyl) -pyridine 


128-130 


4-(6-Methyl-pyridin-2-ylethynyl)-phthalonitrile 


138-140 


2-Methyl-6-{2-[3-(1.H.-tetra2ol-5-yl)-phenyl]-vinyl}-pyridine; compound with 
formic acid 


234-240 


3-f2-(3,5-Dichioro-pheny!ethvnyl)-6-methyl-pyridin-3-yloxyl-propylamine 


97-100 


{3-[2-(3 t 5-Dichloro-phenyiethynyl)-6-methyl-pyridin-3-yloxy]-propyl}- 
dimethyl-amine 


171-173 


2-(3 t 5-Dimethyl-phenvlethynyl)-3-methoxy'6-methyl-pyridine 


yellowish oil 


2-f2-(3-Fluoro-phenyl)-vinvl]-6-methy!-Dyridin-3-ol 


251-253 Dec. 
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6-(3-Ruoro-phenviethvnvl)-2-metnvi-nicotinic acia einyi ebit?r 


84-86 


2-Azido-5>(6-methvl-PVndin>2'Ylethvnvn-phenol _ 


153-155 dec 


6-(3ADimethoxy-phenylethyny!)-5-(3-dimethyiammo-propoxy;-pynaine-/: 
carboxylic acid ethyl ester ; 


149-152 


2-(4-Methoxv-34rifluoromethyl-Dnenvletnvnvi)-o-meinyi-pynaine 


56-87 


2-(3-Fluoro-DhenvlethynvlV6-nriethoxv-PVridine _ 


brown oil 


_ _ a | • I - - _|\ f M #\^U« it m±t Willi n A 

2-(3-Fluoro-phenylethynvO-5-methvl-pynaine _ , 


74-76 


6-(3,5-Dichloro-phenylethynyl)-5-(3-d^ 

carboxyiic acid ethyl ester 


195-198 


_ /0 ^l, nmnnv\^ r m ^-riimpthvl-nhenvlethvnvn-Dvridine-2- 
5-(3-Dirnetnylarriino-propoxy;-D-^o l o-uiriieuiyi pncnyicm/ny^ - 

carDoxvuc acic exnyi ester •■ 


137-190 


6-(3-Fluoro-Dhenvlethynvn-2-meihyl-nicotinic acid 


173-175 


re* in n,,-.- «Hftri\#i/ath\/n\/t\.9-mpth\/i-ri\/ridin-3''Vl1-nriethanol 


116-118 


[4-{4-FIuoro-ben2oyl)-piperidin-1-yl]-[6-(3-fluoro-phenylethynyl)-2-methyl- 
pyridin-3-yll-methanone __ 


138-140 


/rs r-i. «u«ni/iAikirn;i\ ft-mothv/Unipfitinic acid ethvl ester 
2^(3-Fiuoro-phenyieinvnyi) w o*rneinyt-n<wuino cn>m cuiyi pj^i 


brown oil 


p.(^FhjQrQ-Dhenvletnvnv))"4.o-aimeinvi'Pvr»uint; _ 


brown oil 


_ r~. —u— ™ .u+k,inni\ m ^-mothnYv.inHan-2-vImethvn-2-methvi- 

Q-/3-Fluoro-phenyietnynyi)-.N.-v^ meLnoAy»iMjai i ymicuiyij n^wj 

nicotinamide . 


157-159 


{[6-(3>Fluoro-phenylethynyl)-2-methyl-pyridine-3-c^rbonyl]-amino}-phenyl- 
acetic acio meinyi esier , _ 


133-135 




58-59 


o K4cith\/i R-trimpthvl-DhenvlethvnvD-DVridine 


brown oil 


3>|2-r2-(3-Fluoro-phenyl)-vinvl1-6'methyl-Pvridin-3-ylQxy>-propan-1>ol 


86-88 


re /o ci..«r/N «han»n^*h\/n\yh-0-mpthvl-nvridin-3-vlrnethvn-dimethvl-anriin 


220-222 


o o nirv,«»k.»ii *r*n\nn\n artri ^-r9-^-fluoro-Dhenvlethvnvn-6-methyl-pyridin- 
2,2-uimetnyi-propionic aciu nuuiw pi « 7 1-7 

3-vloxyl-proovl ester 


yellowish oil 




140 dec 


6-Azido-2.4-diiodo-3-(6-methvl-PVridin-2-vlethvnvl)-phenol 


162 dec 


4-Azido-2-hydrcxy-5-iodo-.N.-[3-(6<methyl-pyridin-2-ylethynyi)-phenyl]- 
benzamide : 


185 dec 


Acetic acid 3-acetoxymethvi-5-(6-methyl-pYridirv2-vlethYnYi)-benzvl ester 


brown oil 


{BenzyK[2-(3-fluoro-phenylethynyl)-6-methyl-pyridin-3-yloxy]-acetyi}- 
aminoVacetic acid ethyl ester . 


brown oil 


2-f2-(3-Fluoro-phenvl)>vinvll-6-methYi-isonicotinic acid ethyl ester 


76-77 
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3-f2-(3-Huoro-pnenyietnvnyi)-o-metnyi-pvn^^ h |u mq" « ut 


72-74 


f3-Hvdroxvmethvl-5-(6-methvi-Dvridin-2-vlethvnvl)-Phenvll-methanol 


115-117 


^^-p-fS.S-Dimethyl-pnenylj-vinyii-D-meinyi-pyrjain o-yiuxy/-pruuyi; 
dimethyl-amine _____ . ■ L 


yellowish gum 


[4-(4-Ruorchbenzoyl)-piperidin-1^^ 

pyndin-3-yirmetnanone , . 


156-158 


2-r2-(3-Ruoro-pheny!)-vinvn-6-methv!-isonicotinjc acid 


245-248 


{6-[2-(2-Cnloro-pn6nyi/-vinyi]-t-rnwnyi-pynu y*j r^v* , ' U,J ' U UCI ^^y 
oiperidin-1 -yr|-methanone 


109-112 


2-(3-ctnynyi-pnenyieinynyij-o-inem ic 


48-49 


/o to to (o ^ nir hi nrn-nhpnvh-v in vf! -6- msthvl-Dvridi n-3-vl ox vVoropyl) - 
dimethyl-amine hydrochloride salt 


207-210 


ro.ro ^-nirhioro-nhenv!Vvinvll-6-methvI-Dyridin-3-vIoxy}-propyl)- 
dimethyl-amine hydrochloride salt [ 


161-169 


a tft ta.ni inrn-nhpnvipthvnvn-2-methvl-Dvridine-3-carbonvl]-piperazine-1- 
rarhnxvlic acid tert -butvl ester 


97-99 


fc_/Q.p|^nrn-nhon\y|pthvnul^-p-methvl-Dvridin-3-v^-DiDera2in-1-vl-methanone 


250-252 dec 


fd-r4-A7ido-2-hvdroxv-ben20vn-DiDera2in-1-yn-[6-(3-fluoro-pheny!ethynyl)- 
o-mpthvl-nvridin-3-vn-methanone 


186-188 dec 


(3-{2-[2-(2,4-Dichloro-phenyl)-vinyl]-6-methyl-pyridin-3-yloxy}-propyl)- 
dimethyl-amine hydrochloride salt _ 


170-176 


2-(3-Fluoro-phenylethynyl)-6-methyl-isonicotinic acid ethyl ester 


89-91 


2-(3-Fluoro-phenvlethynvl)-6-methvl-isonjcotinic acid .tert-butyl ester 


94-96 


o-^-Fluorn-nhenvlGthvnvli-6-methvl-isonicotinic acid 


231 dec 


ro.n-Pii inrn-nhpnvlftthvnvn-6-methvl-Dvridin-4-vri-methanoI 


143-146 


r4-f4-FluQro-benzovn-DiDeridin-1-vn-[2-(3-fluoro-phenylethynyl)-6-methy!- 
Dvridln-4-yd-methanone 


156-158 


s-AiMnxv-p-fo-ra 5-dichIoro-Dhenvh-vinvll-6-methyl-pyridine 


105-106 


[2-(3-Fluoro-phenylethynyl)-6-methyl-pyridin-4-yl]-morpholirv4-yl- 
methanone 


114-116 


Acetic acid 3-(6-methyl-pyridin-2-ylethvnyl)-benzyl ester . 


brown oil 


[2-(3-Fluoro-phenylethvnyl)-6-methvl-pvridin-4-ylmethyll-dimethvl-amine 


209-212 


(3-(2-[2-(3 t 5-Dichloro-phenyl)-propenyl]-6-methyl-pyridin-3-yloxy}-propyl)- 
dimethyl-amine hydrochloride salt 


182-184 


2-(3-Fluoro-phenylethynyl)-3-methoxy-6-methyl-pvridine 


yellowish oil 
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(3^2-f2-{3,5-Dichloro-pnenyl)-vinyij-pynain-o-yioxy/ prupyi; uuuemyi cm mm 
hydrochioride salt , ^ , 


171-1 74 


(4-AzldO-2*hydroxy-5-10dO-pnenyi)-|4-tD-Vo-TlUoro pnenyitsuiynyij t. meuiyi 

pvridfne-3-cafPonyirPiperazin 1 -virincu ic — 


195-200 dec 


* a.i«i« M ro ro /o /*hirirrunhpn\/lpthvnvlU6-methvl-Dvridin-3-vloxv1- 
propylV2-hydroxv-5-iodo-benzamide ; _ 


142-150 dec 


j lr\ o. •>!^t« o ifl win«#l\ KanTnip of^iH Pthvl P^tPf 


100-102 


/Q^/o ro /a n hi nm nhpnvn-vinvn-6-methvl-Dvridin-3-vloxvVDropvl)-djrnethyl- 


159-171 


f3-f6-Methv!-DVridin-2-ylethvnvl)-phenvIl-methancl 


43-45 


c /a i/>m,nhi3nvipth\/n\/n -nicotinic acid .terf.-butvl ester 


9S-93 


/^-/o fo./q A-nirhinro-nhenvlVvinvll-6-methvl-pyridin-3-yloxyVpropyl)- 
dimpthvl-amine hydrochloride salt 


174-177 


p.M«Rrnm(v9-nhenvl-vinvl)-4-methvl-PV n rTiidine 


yellow oil 


R-H-Flunro-nhenvlethvnvh -nicotinic acid 


223 dec. 


r4-f4-Fluoro-benzovl)-piperidln-1-yl]-[6-(3-fluoro-phenylethynyl)-pyridin-3- 
yll-methanone 


136.0-139.0 


2-(2-tert.-Butoxv-3,6-difluoro-phenvlethvnyl)-6-methyl-pyridine 


72.0-74.0 


2-Methyl-6-r2-(2.4.5-trifluoro-phenyl)-vinvll-PVridine 


74-76 


2-Methvl-6-r2-(2 t 3,4-trifluoro-phenyl)-vinvn-DVridine 


79-82 


3-(6-Methvl-Dvridin-2-vlethynyl)-phenol 


142-144 


2-Methyl-6-r2-(3.4.5-trifluoro-Dhenvl)-vinvn-Dvridine 


74-76 


2-(3-Methoxv-phenylethvnvl)-6-methyl-pyridine 


55-57 


2-Methyl-6-(2 f 3 f 4-trifiuoro-phenylethvnyl)-pyridine 


104-106 



(dec = decomposition) 
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Claims: 



1 . A 2-arylalkenyl- , 2-heteroarylalkenyl-, 2-arylalkynyl-, 2-heteroarylalkynyI-, 2-arylazo- 
and 2-heteroarylazo- pyridine or a pharmaceutical acceptable salt thereof, for use in 
the treatment of disorders associated with irregularities of the glutamatergic signal 
transmission, and of nervous system disorders mediated full or in part by mGluRS. 

2. A 2-arylalkenyl- , 2-heteroarylalkenyl-, 2-arylalkynyl-, 2-heteroaryialkynyl-, 2-arylazo- 
and 2-heteroarylazo- pyridine or a pharmaceutically acceptable salt thereof, for use in 
the treatment of epilepsy, cerebral ischemia, ischemic diseases of the eye, muscle 
spasms, convulsions, pain, acute, traumatic and chronic degenerative processes of 
the nervous system and psychiatric diseases. 

3. A compound of formula I 



r 1 denotes hydrogen, lower alkyl.hydroxy-lower alkyl, lower alkyl-amino, piperidino, 
carboxy, esterified carboxy, amidated carboxy, unsubstituted or lower alkyl-, lower 
alkoxy-, halo- and/or trifluoromethyl-substituted N-lower-alkyl-N-phenylcarbamoyl, 
lower alkGxy, haio-lower alkyl or halo-lower alkoxy, 

R 2 denotes hydrogen, lower alkyl, carboxy, esterified carboxy, amidated carboxy, 
hydroxy-iower alkyl, hydroxy, lower alkoxy or lower alkanoyloxy, 4-(4-fluoro-benzoyl)- 
piperidin-1 -yl-carboxy, 4-t-butyloxycarbonyl-piperazin-1 -yl-carboxy, 4-(4-azido-2- 
hydroxybenzoyl)-piperazin-1 -yl-carboxy or 4-(4-azido-2-hydroxy-3-iodo-benzoyi)- 
piperazin-1 -yl-carboxy, 

R 3 represents hydrogen, lower alkyl, carboxy, lower alkoxy-carbonyl, lower alkyl- 
carbamoyl, hydroxy- lower alkyl, di- lower alkyl- aminomethyl, morpholinocarbonyl or 
4-(4-fluoro-benzoyl)-piperidin-1 -yl-carboxy, 

R, represents hydrogen, lower alkyl, hydroxy, hydroxy-lower alkyl, amino-lower alkyl, 
lower alkylamino-lower alkyl, di-lower alkylamino-iower alkyl, unsubstituted or hydroxy- 
substituted lower alkyleneamino-lower alkyl, lower alkoxy, lower alkanoyloxy, amino- 
lower alkoxy, lower alkylamino-iower alkoxy, di-iower alkylamino-lower alkoxy, 




(I), 



wherein 
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phthalimido-iower alkoxy, unsubstituted or hydroxy- or 2-oxo-imidazolidin-1 -yl- 
substituted lower alkyleneamino-lower alkoxy, carboxy, esterified or amidated 
carboxy, carboxy-lower-alkoxy or esterified carboxy-lower-alkoxy, 
X represents an optionally halo-substituted lower alkenylene or alkynylene group 
bonded via vicinal unsaturated carbon atoms or an azo (-N=N-) group, and 
R 5 denotes an aromatic or heteroaromatic group which is unsubstituted or substituted 
by one or more substituents selected from lower alky!, halo, halo-lower alkyl, halo- 
lower alkoxy, lower alkenyl, lower alkynyl, unsubstituted or lower alkyl-, lower alkoxy-, 
halo- and/or trifluoromethyl-substituted phenyl, unsubstituted or lower alkyl-, lower 
alkoxy-, halo- and/or trifluoromethyl-substituted phenyl-lower alkynyl, hydroxy, 
hydroxy-lower alkyl, lower alkanoyloxy-lower alkyl, lower alkoxy, lower alkenyloxy, 
lower alkyienedioxy, lower alkanoyloxy, amino-, lower alkylamino-, lower 
alkanoylamino- or N-lower alkyl-N-lower alkanoylamino-lower alkoxy, unsubstituted or 
lower alkyl- lower alkoxy-, halo- and/or trifluoromethyl-substituted phenoxy, 
unsubstituted or lower alkyl- lower alkoxy-, halo- and/or trifluoromethyl-substituted 
phenyl-lower alkoxy, acyl, carboxy, esterified carboxy, amidated carboxy, cyano, 
carboxy-lower alkylamino, esterified carboxy-lower alkylamino, amidated carboxy- 
lower alkylamino, phosphono-lower alkylamino, esterified phosphono-lower 
alkylamino, nitro, amino, lower alkylamino, di-lower alkylamino, acylamino, N-acyl-N- 
lower alkylamino, phenylamino, phenyl-lower alkylamino, cycloalkyl-lower alkylamino 
or heteroaryl-lower alkylamino each of which may be unsubstituted or lower alkyl- 
lower alkoxy-, halo- and/or trifluoromethyl-substituted, 

In free form or in form of a photoaffinity ligand, a radioactive marker, an N-oxide or a 
pharmaceutical^ acceptable salt, 

for use in the treatment of disorders associated with irregularities of the glutaminergic 
signal transmission, and of nervous system disorders mediated full or in part by 
mGluRS. 

4. The use of a compound according to claim 3, in the treatment of disorders associated 
with irregularities of the glutamatergic signal transmission, and of nervous system 
disorders mediated full or in part by mGluRS. 

f 

5. The use of a compound according to claim 3, for the manufacture of a pharmaceutical 
composition designed for the treatment of disorders associated with irregularities of 
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the glutamatergic signal transmission, and of nervous system disorders mediated full 
or in part by mGluR5. 

6. A compound of formula I 




wherein 

R t denotes hydrogen, lower alkyl, hydroxy-lower alkyl, lower alkyl-amino, piperidino, 
carboxy, esterified carboxy, amidated carboxy, unsubstituted or lower alkyl-, lower 
alkoxy-, halo- and/or trifluoromethyl-substituted N-lower-alkyl-N-phenylcarbamoyl, 
lower alkoxy, halo-lower alkyl or halo-lower alkoxy, 

R 2 denotes hydrogen, lower alkyl, carboxy, esterified carboxy, amidated carboxy, 
hydroxy-lower alkyl, hydroxy, lower alkoxy or lower aikanoyloxy, 4-(4-fluoro-benzoyl)- 
piperidin-1 -yl-carboxy, 4-t.-butyloxycarbonyl-piperazin-1 -yl-carboxy, 4-(4-azido-2- 
hydroxybenzoyl)-piperazin-1 -yl-carboxy or 4-(4-azido-2-hydroxy-3-iodo-benzoyl)- 
piperazin-1 -yl-carboxy, 

R 3 represents hydrogen, lower alkyl, carboxy, lower aikoxy-carbonyl, lower alkyl- 
carbamoyl, hydroxy- lower alkyl, di- lower alkyl- aminomethyl, morpholinocarbonyi or 
4-(4-fluoro-benzoyl)-piperidin-1 -yl-carboxy, 

R 4 represents hydrogen, lower alkyl, hydroxy, hydroxy-lower alkyl, amino-lower alkyl, 
lower alkylamino-Iower alkyi, di-lower alkylamino-lower alkyl, unsubstituted or hydroxy- 
substituted lower alkyleneamino-lower alkyl, lower alkoxy, lower aikanoyloxy, amino- 
lower alkoxy, lower alkylamino-lower alkoxy, di-lower alkylamino-lower alkoxy, 
phthalimido-lower alkoxy, unsubstituted or hydroxy- or 2-oxo-imidazolidin-1-yl- 
substituted lower alkyleneamino-lower alkoxy, carboxy, esterified or amidated 
carboxy, carboxy-lower-alkoxy or esterified carboxy-lower-alkoxy, 
X represents an optionally halo-substituted lower alkenylene or aikynylene group 
bonded via vicinal unsaturated carbon atoms or an azo (-N=N-) group, and 
R 5 denotes an aromatic or heteroaromatic group which is unsubstituted or substituted 
by one or more substituents selected from lower alkyl, halo, halo-lower alkyl, halo- 
lower alkoxy, lower alkenyl, lower alkynyl, unsubstituted or lower alkyl-, lower alkoxy-, 
halo- and/or trifluoromethyl-substituted phenyl, unsubstituted or lower alkyl-, lower 
alkoxy-, halo- and/or trifluoromethyl-substituted phenyl-lower alkynyl, hydroxy, 
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hydroxy-lower alkyl, lower alkanoyloxy-lower alkyl, lower alkoxy, lower alkenyioxy, 
lower alkylenedioxy, lower alkanoyloxy, amino-, lower alkylamino-, lower 
alkanoyiamino- or N-lower alkyl-N-lower alkanoylamino-lower alkoxy, unsubstituted or 
lower alkyl- lower alkoxy-, halo- and/or trifluoromethyl-substituted phenoxy, 
unsubstituted or lower alkyl- lower alkoxy-, halo- and/or trifluoromethyl-substituted 
phenyl-lower alkoxy, acyl, carboxy, esterified carboxy, amidated carboxy, cyano, 
carboxy-lower alkylamino, esterified carboxy-lower alkylamino, amidated carboxy- 
lower alkylamino, phosphono-Iower alkylamino, esterified phosphono-lower 
alkylamino, nitro, amino, lower alkylamino, di-lower alkylamino, acylamino, N-acyl-N- 
lower alkylamino, phenylamino, phenyl-lower alkylamino, cycloalkyl-lower alkylamino 
or heteroaryl-lower alkylamino each of which may be unsubstituted or lower alkyi- 
lower alkoxy-, halo- and/or trifluoromethyl-substituted, 

in free form or in form of a photoaff inity ligand, a radioactive marker, an N-oxide or a 
pharmaceutical^ acceptable salt, 
provided that, when R 3 is hydrogen, 

a) in compounds of the formula I in which R 1f R 2 and FU are hydrogen, R 5 is different 
from phenyl, monohalophenyl, 2,4- and 3,4-dichlorophenyl, 3- and 4- 
trifluoromethylphenyl, methylphenyl, 3,4- and 2,5-dimethylphenyl, 4-isopropylphenyl, 
3,5-di-tert-butylphenyl, methoxyphenyl, 3,4-dimethoxyphenyl, 2,4,5- and 3,4,5- 
trimethoxyphenyl, hydroxyphenyl, 3,5-dihydroxyphenyl, 4-hydroxy-3,5-dimethyl- 
phenyl, 3-hydroxy-4-methoxy- and 4-hydroxy-3-methoxy-phenyl, 4-hydroxy-(3-methyl- 
5-tert.-butyl-, 2- and 4-acetylaminophenyl, 3,5-diisopropy!- and 3,5-di-tert.- 
butyi)phenyl, 4-carboxy- and 4-ethoxycarbonylphenyl, 4-cyanophenyl, 3- 
methoxycarbonylphenyl, 3-carboxy-5-methoxy-phenyl, 2-pyridinyl, 5-chloro-2-pyridinyl 
and 6-methyl-2-pyridinyl when X denotes ethenylene, or R 5 is different from phenyl, 4- 
methylphenyl, 4-methoxyphenyl, 4-bromophenyl and 2- and 4-chlorophenyl when X 
denotes 1 ,2-propylene attached to R 5 in 2-position, or R 3 is different from phenyl, 2- 
and 4-chlorophenyi and 3-methoxyphenyl when X denotes 1 ,2-propylene attached to 
R 5 in 1 -position, or R 5 is different from 4-methoxyphenyl when X denotes 2,3-but-2- 
enylene or 1,2-but-1-enylene attached to R 5 in 2-position, or R 5 is different from 4- 
methoxyphenyl and 4-isopropyphenyi when X denotes 2,3-pent-2-enylene attached to 
R 5 in 3-position, or R 5 is different from phenyl, 4-methylphenyl, methoxyphenyl and 4- 
hydroxyphenyl when X denotes 3,4-hex-3-enylene; 

b) in compounds of the formula I in which is methyl and R 2 and R 4 are hydrogen, 
R 5 is different from phenyl, 3-methylphenyl, 2-methoxyphenyl, 2-chlorophenyI, 4- 
cyanophenyl, , 2-pyridinyl and 6-methyl-2-pyridinyl when X denotes ethenylene; 
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c) in compounds of the formula I in which R, and R 2 are hydrogen and R 4 is carboxy, 
R 5 is different from phenyl, 3-methyiphenyl, 4-methoxyphenyl and 4-bromophenyl 

^when X denotes ethenylene; 

d) in compounds of the formula I in which and R 2 are hydrogen and R4 is methyl, 
R 5 is different from phenyl, 3-methoxy- t 4-methoxy- and 3,4-dimethoxyphenyl, 2- 
chloro- and 2,4-dichlorophenyl and 6-methyl-pyrid-2yl when X denotes ethenylene or 
R 5 is different from phenyl when X is 1 ,2-prop-1 -enylene attached to R 5 in 2-position; 

e) in compounds of the formula I wherein R^ and R 2 are hydrogen and R 4 is 2- 
dimethylaminoethoxycarbonyl or 3-dimethyiaminopropyloxycarbonyl, R 5 is different 
from 4-methoxyphenyl when X denotes ethenylene; 

f) in compounds of the formula I in which R^ and R 2 are hydrogen and R 4 is 2- 
dimethoxyethoxy, R 5 is different from phenyl, 4-methylphenyl and 4- 
methoxycarbonylphenyl when X denotes ethenylene; 

g) R 5 is different from phenyl when R t and R 2 are hydrogen and R 4 is hydroxy or 
ethoxycarbonyl, or when Ri and R 2 are hydrogen and R* is hydroxy, or when R^ is 
methyl, R 2 is hydrogen and R 4 is methoxy, or R^ is but-1-enyl, R 2 is hydrogen and R 4 
is hydrogen, or R^ is hydrogen and R 4 is 2-dimethoxyethoxy, and X is, in each case, 
ethenylene, 

and provided that, when R 3 is hydrogen and X is ethynylene, 

a') R 5 is different from phenyl, 2- and 4-nitrophenyi, 4-aminopheny!, 4-chlorophenyl, 4- 

methylphenyl, 4-methoxyphenyl, 4-ethoxycarbonylphenyl, 5-formyl-2-methoxy-phenyi, 

5-carboxy-2-methyo-phenyl and pyridyl when Ri, R 2 and R 4 are hydrogen; 

b') in compounds of the formula 1 in which R 2 and R 4 are hydrogen, R 5 is different from 

phenyl, 3-methylphenyl. 6-methylpyridin-2-yl and 2-methoxyphenyl when R1 is methyl, 

R 5 is different form 6-bromopyridin-2-yl when Ri is bromo, and R 5 is different form 6- 

hexyloxypyridin-2-yl when R1 denotes hexyloxy; 

c f ) in compounds of the formula I wherein R, and R 4 are hydrogen, R 5 is different from 
phenyl, 4-aminophenyl and 4-propyIphenyl when R 2 is methyl, R 5 is different from 
phenyl, 4-cyanophenyi and 4-pentylphenyl when R 2 is ethyl, R 5 is different form 3- 
cyano-4-ethoxy-phenyland 3-bromo-4-methoxy-phenyi when R 2 is butyl, R 5 is different 
from 4-methoxyphenyl and 4 butyloxyphenyl when R 2 is pentyl, R 5 is different form 4- 
ter.-butylphenyl, 3-tert.-butyl-4-hydroxy-phenyl, 4-tert.-butyl-3-hydroxy-phenyl,and 4- 
hexyloxyphenyl when R 2 is carboxy, R 5 is different from phenyl when R 2 is 
methoxycarbonyl or methylcarbamoyl, R 4 is different form 3-tert.-butylphenyl, 3-tert.- 
butyI-4-hydroxy-phenyl and 4-(4-methylpentyl)phenyl when R 2 is ethoxycarbonyl, and 
R 5 is different from 4-pentyloxyphenyl when R 2 is 2-methylbutyioxycarbonyl; 
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d') in compounds of the formula I wherein R t and R 2 are hydrogen, R 5 is different from 
phenyl v/hen R 4 is hydroxy, methyl, ethyl, carboxy, methoxycarbonyl or carbamoyl. 

7, A compound according to claim 6, wherein 

X represents an optionally halo-substituted (C^alkenylene or alkynylene group 
bonded via vicinal unsaturated carbon atoms, 

R, is hydrogen, (d^) alkyl, (C M )aikoxy, hydroxyfC^alkyl, cyano, ethynyl, carboxy, 
(d^alkoxycarbonyl, di(C w )alkyIamino, (d^alkylaminocarbonyl, 
trifluoromethylphenylaminocarbonyl, 

R 2 is hydrogen, hydroxy, (d-*) alkyl, hydroxy (C^) alkyl, (C,. 4 ) alkoxy, carboxy, 
(C 2 . 5 )a!kanoyloxy, (d-4) alkoxycarbonyl, difCi^alkylamino^^alkanoyi, 
di(Ci^)a!kylaminomethyl, 4-(4-fIuoro-benzoyi)-piperidin-1 -yl-carboxy, 4-t- 
butyloxycarbonyl-piperazin-1 -yl-carboxy, 4-(4-azido-2-hydroxybenzoyl)- 
piperazin-1 -yl-carboxy or 4-(4-azido-2-hydroxy-3-iodo-benzoyl)-piperazin-1-yl- 
carboxy, 

R 3 is hydrogen, (d^) alky!, carboxy, (C M )alkoxycarbonyi, (C^Jalkylcarbamoyl, 
hydroxy(Ci^)alkyl, di(d^)a!kylaminomethyl, morphoiinocarbonyl or 4-(4-fiuoro- 
benzoy!)-piperidin-1 -yl-carboxy, 

R 4 is hydrogen, hydroxy, (C^alkoxy, carboxy, (C 2 -s)alkanoyloxy, 

(Ci. 4 )alkoxycarbonyi, amino(C^)alkoxy, di(Ci. 4 )alkylamino(Cv 4 )alkoxy, 
di(d- 4 )alkylamino(d- 4 )alkyl, carboxy (Ci, 4 )alkylcarbonyl, (d- 4 )a!koxycarbonyl- 
(d^aikoxy, hydroxyJCt^alkyl, di(d, 4 )alkylamino(C^)alkoxy, m-hydroxy-p- 
azidophenyicarbonylamino(d^)a!koxy, and 




wherein 

R a and R b independently are hydrogen, hydroxy, halogen, nitro, cyano, carboxy, 
(d^alkyi, (C^)alkoxy, hydroxy(C M )alkyi, (d. 4 )alkoxycarbonyl, (C 2 . 7 )alkanoyl, 
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(C 2 . 5 )alkanoyloxy, (C^alkanoyloxyfC^alkyl, trifluoromethyl, trifluoromethoxy, 
trimethylsilylethynyl, (C^alkynyl, amino, azido, amino (d-^alkoxy, 
(Ca.sJalkanoylaminoCd^alkoxy, (C^alkylaminofCi^alkoxy, di(C^)aikyI- 
amino(Ci^)alkoxy, (Ci-^alkylamino, dKC^alkyiamino, monohaiobenzylamino, 
thienylmethylamino, thienyicarbonylamino, trifluoromethylphenylaminocarbonyl, 
tetrazolyl, (Cs-^alkanoylamino, benzylcarbonylamino, (C^alkylamino- 
carbonylamino, (d^alkoxycarbonyi-aminocarbonylamino or (Ci^alkylsuffonyl, 
Rc is hydrogen, fluorine, chlorine, bromine, hydroxy, (C,^)alkyl, 
(C 2 . 5 )aIkanoyloxy, (C v4 )alkoxy or cyano, and 
Rd is hydrogen, halogen or (Chalky). 

8. A compound according to claim 6, wherein 

Ri is hydrogen, (C^) alkyl, (C^alkoxy, cyano, ethynyi or dKC^alkylamino, 
R 2 is hydrogen, hydroxy, carboxy, (C^) alkoxycarbonyl, di(Ci^)alkylaminomethyl, 
4-(4-f luoro-benzoyi)-piperidin-1 -yl-carboxy, 4-t.-butyloxycarbonyl-piperazin-1 -yl- 
carboxy, 4-(4-azido-2-hydroxybenzoyl)-piperazin-1 -yl-carboxy or 4-(4-azido-2- 
hydroxy-3-iodo-benzoyl)-piperazin-1-yl-carboxy f 
R 3 is as defined in claim 7, 

R 4 ishydrogen, hydroxy, carboxy, (C 2 .5)alkanoyioxy t (C,. 4 )alkoxycarbonyl, amino 
(C^alkoxy, di(C^)alkylamino(C^)aJkoxy, di^L^alkylaminold^alkyl or 
hydroxy(C 1 . 4 )a!kyl ( and 

R 5 is a group of formula 




wherein 

Raand R b independently are hydrogen, halogen, nitro, cyano, 

(Ci-4)alkyl, (C 14 )aikoxy, trifluoromethyl, trifluoromethoxy or (C 2 . 5 )alkynyl, and 

R c and R d are as defined in claim 7. 

9. A compound according to claim 6, selected from 



3-[2-(6-Methylpyridin-2-yl)-vinyl]-benzonitrile 
2-[2-(6-Methyl-pyridin-2-yl)-vinyl]-benzonitrile 
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2-Methyl-6-[2-(pyridin-4-yi)-vinyl]-pyridine 
2-Methyl-6-[2-(pyridin-3-yl)-vinyl]-pyridine 

2- [2-(3-Bromophenyl)ethynyI]-6-methyl-pyridine 

3- [2-(6-Methyipyridin-2-yl)ethynyl]-ben2onitriie 
2-StyryI-pyridin-3-o! 

2-Methyl-6-[2-(3-nitro-phenyl)-viny!]-pyridine 

Acetic acid 6-[2-(2-chloro-phenyl)-vinyl]-pyridin-3-yI ester 

6-[2-(2-Chloro-phenyl)-vinyi]-pyridin-3-ol 

Acetic acid 2-[2-(2-chloro-phenyi)-vinyq-pyridin-3-yi ester 

2-[2-(2-Chioro-phenyl)-vinyl]-pyridin-3-ol 

6-Methyl-2-styryl-pyridin-3-ol 

Acetic acid 2-[2-(2-chioro-phenyl)-vinyl]-6-methyl-pyridin-3-yi ester 
2-[2-(2-Chioro-phenyl)-vinyl]-6-methyl-pyridin-3ol 
(Z)-6-Methyi-2-styryl-pyridin-3-ol 
2-[2-(2-Nitro-pheny!)-vinyl]-pyridine 

Acetic acid 2-[2-(4-chloro-phenyl)-vinyl]-6-methy!-pyridin-3-yl ester 

Acetic acid 6-[2-(4-chloro-phenyl)-vinyi]-2-methyI-pyridin-3-yl ester 

2-[2-(4-Chioro-phenyi)-vinyl]-6-methyl-pyridin-3-ol 

6-[2-(4-Chioro-phenyl)-vinyI]'-2-methyl-pyridin-3-ol 

Acetic acid 6-methyl-2-[2-(2-nitro-phenyl)-vinyl]-pyridin-3-yl ester 

6-MethyI-2-[2-(2-nitro-phenyl)-vinyl]-pyridin-3-ol 

Acetic acid 2-methyI-6-[2-(2«nitro-phenyl)-vinyl]-pyridin-3-yi ester 

2-Methyl-6-[2-(2-nitro-phenyl)-vinyl]-pyridin-3-ol 

Acetic acid 2-[2-(3-chloro«phenyl)-vinyl]-6-methyi-pyridin*3-y! ester 

Acetic acid 6-[2-(3-chloro-phenyl)-vinyi]-2-methyl-pyridin-3-yl ester 

2-[2-(3-Ch!oro-phenyl)-vinyl]'6-methyl-pyridin-3-ol 

6-[2-(3-Chioro-phenyl)-vinyl]-2-methyl-pyridin-3-ol 

(Z)-(6-Styryl-pyridin-2-yl)-methano! 

(E)-(6-Styryl-pyridin-2-yl)-methanol 

Dimethyl-[3-(6-methyl-2-styry!-pyridin-3-yloxy)-propyl]-amine; 

2-Methyl-6-styryl-pyridine 1 -oxide 

2-Styryi-pyridine 1 -oxide 

(E)-6-Methyl-2-(2-pyridin-2-yi-vinyl)-pyridin-3-ol 

(Z)-6-Methyl-2-(2-pyridin-2-yl-vinyl)-pyridin-3-oI; 

6-Styryl-pyridine-2-carbonitrile 

2-[2-(2,6-Dich!oro-phenyl)-vinyi]-6-methyl-pyridine 



( 



WO 99/02497 PCT/EP98/04266 

-37- 



3-Methoxy-6-methyl-2-styryl-pyridine 

6-Styryl-pyridine-2-carboxylic acid amide 

2-[2-(6-Methyi-pyridin-2-yl)-vinyl]-benzonitrile 

6-Styryl-pyridine-2-carboxylic acid; 

6-Styryi-pyridine-2-carboxylic acid methyl ester 

Acetic acid 2-[2-(6-methyl-pyridin-2-yl)-vinyl]-phenyl ester 

2-[2-(6-Methyl-pyridin-2-yl)-vinyl]-pher,o! 

Acetic acid 2-methoxy-4-[2.(6-methy1-pyridirv2.yl)-vinyn-phenyl ester 

2-[2-(3-Chioro-pheqyl)-vinyI]-6-methyl-pyridine 

2-[2-(4-Chloro-phenyl)-vinyl]-6-methyl-pyridine 

2-(2-(2-Chloro-phenyl)-vinyI]-5-ethyl-pyridine 

1 -(6-Styryl*pyridin-2-yl)-ethanone 

6-[2-(2-Chloro-phenyl)-vinyl]-2-methyi-nicotinic acid ethyl ester 
2-[2-(2-Chloro-phenyl)-vinyl]-6-methyl-nicotinic acid ethyl ester 

2- [2-(6-Methyl-pyridin-2-yl)-vinyl]-benzoic acid; 

3- [2-(6-Methyl-pyridin-2-yl)-vinyl]-benzoicacid 

4- [2-(6-Methyl-pyridin-2-yl)-vinyi]-benzoicacid 

3- [2-(6-Methyl'pyridin-2-yl)-vinyQ-benzoic acid methyl ester 

4- [2-(6-Methyl-pyridin-2-yl)-vinyl]-benzoic acid methyl ester 
2-Methoxy-4-[2-(6-methyl-pyridin-2-yl)-vinyi]-phenoi 
{3-[2-(6-Methyi-pyridin-2-yi)-vinyl]-phenyl}-methanol; 
6-Styryl-pyridine-2-carboxytic acid .tert.-butylamide 
2-(2-Bromo-2-phenyl-vinyl)-6-methyl-pyridine; 
6-Styryl-pyridine-2-carboxylic acid hexylamide; 
6-[2-(2-Chloro-phenyl)-vinyl]-2-methyl-nicotinicacid ^ 

' 2-[2-(2-Chloro-phenyl)-vinyI]-6-methyl-nicotinic acid 
2-[2-(3,5-Dichloro-phenyl)-vinyl]-6-methyl-pyridine 
2-Methyl-6-[2-(3-trifluoromethyl-phenyl)-vinyt]-pyridine 

(E)-6-[2-(4-Pyridyl)vinyO-2-picoline 
N t N-Diethyl-3-[2-(6-methyi-pyridin-2-yl)-vinyl]-benzamide; 
N f N-Diethyl-4-[2*(6-methyl-pyridin-2-yl)-vinyl]«benzamtde; 
(E)-6-[2-(3-pyridyl)vinyll-2-Picoline 

{2-t2-(2-Chloro-phenyl)-vinyl]-6-methyl-pyridin-3.yloxy}-acetic acid ethyl est 
3.[2-(6-Methyl-pyridin-2-yl)-vinyl]-.N.-(34rrtluoromethyl-phenyl)-benzamide; 

4-[2-(6-Methyl-pyridin-2-yl)^ 
2-[2-(3-Nitro-phenyl)-vinyl]-pyridine 
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6-Styryi-pyridine-2-carboxyiic acid (3-trifluoromethyl-phenyl)-amide 
2-(6-Styryl-pyridin-2-yi)-propan-2-ol 
2-Methyl-6-(2-thiophen-2-yl-vinyl)-pyridine 
2-[2-(3-Cyano-phenyl)-vinyi]-pyridine 
2-[2-(3-Bromo-phenyl)-vinyl]-6-methyl-pyridine 
2-[2-(3-Bromo-phenyl)-2-fluoro-vinyl]-6-methyl-pyridine 
2-[2-(3 t 5-Dimethylphenyl)-2-fluoro-vinyl]-6-methyl-pyridine 
2-[2-(2 > 3-Dimethoxy-phenyl)-viny!]-6-methyl-pyridine 
2-[2-(2,3-Dichloro-phenyl)-vinyl]-6-methyl-pyridine 
2-[2-(3-Chloro-phenyl)-1-methyl-vinyl]-pyridine 
{2-[2-(2-ChIoro-phenyl)-vinyl]-6-methyi-pyridin-3-yl}-methanol 
2-Methyl-6-t2-(3-trimethylsilanyiethyny!-phenyl)-vinyl]-pyridine 
2-[2-(3,4-Difluoro-phenyl)-vinyl]-6-methyl-pyridine 
2-[2-(3-Ethynyl-phenyl)-vinyl]-6-methyl-pyridine 
2-[2-(3,5-Difluoro-phenyl)-vinyl]-6-methy!-pyridine 
2-[2-(3-Fluoro-phenyi)-vinyi]-6-methyl-pyridin6 
2-[2-(3-Methoxy-phenyl)-vinyl]-6-methyl-pyridine 
2-Methy!-6-t2-(3-phenoxy-phenyl)-vinyl]-pyridine 
2-[2-(3-Benzyioxy-phenyl)-vinyl]-6-m3thyl-pyridine 
2-[2-(2,5-Difluoro-phenyl)-vinyi]-6-methyl-pyridjne 
{2-[2-(2-Chloro-phenyl)-vinyl]-6-methyl-pyridin-3-yloxy}-aceticacid 
(3^2-[2-(3-Chloro-phenyl)-vinyl]-6-methyl-pyridin-3-yloxy}-propyl)-dimethyl- 
{6-[2-(2-Chloro-phenyl)-vinyl]-2-methyl-pyridin-3-yl}-methanol 
2-(3-Bromo-phenylethynyl)-6-methyl-pyridine 
2-Methy!-6"{2-[3-(3-trifiuoromethyl-phenoxy)-phenyI]-vinyl}-pyridine 
2-[2-(3,5-Dimethoxy-phenyl)-vinyl]-6-methyl-pyridine 
2-[2-(3-Chloro-pheny!)-vinyI]-3-methoxy-6-methyl-pyridine 
Acetic acid 4-bromo-2-[2-(6-methyi-pyridin-2-yl)-vinyl]-phenyl ester 
Acetic acid 3-[2-(6-methyl-pyridin-2-yl)-vinyl]-phenyl ester 
2-[2-(3,4-Dichloro-phenyl)-vinyl]-6-methyl-pyridine 
4-Bromo-2-[2-(6-methyl'-pyridin-2-yl)-vinyl]-pheno! 
Acetic acid 2-[2-(3,5-dich!oro-phenyl)-vinyl]-6-methyl-pyridirr3-yl ester 
Acetic acid 6-[2-(3,5-dichloro-phenyl)-vinyI]-2-methyl-pyridin-3-yl ester 
Acetic acid 2-[2-(3,5-dich!oro-phenyl)-vinyi]-pyridin-3-yl ester 
2-Methyl-6-(2-naphthalen-1-yl-vinyl)-pyridine 
2-[2-(2,3-Dihydro-benzo[1,4]dioxin-6-yl)-vinyl]-6-methyl-pyridine 
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2-Methy!-6-(2-naphthalen-2-yl-vinyl)-pyridine 

2-{2-l3-(3,5-Dich!oro-phenoxy)-phenyl]-vinyl}-6-methyl-pyridine 

2-[2-(3-Chloro-phenyl)-propenyI]-6-methyl-pyricline 

2-[2-(2 t 3-Dmyclro-benzofuran-5-yl)-vinyl]-6-methyi-pyridine 

2-[2-(4-Fluoro-phenyl)-vinyl]-6-methyl-pyridine 

2-Methyl-6-(2-o-toIyl-vinyl)-pyridine 

2-Methyl-6-(2-p4olyl-viny!)-pyridine 

2- Methyl-6-(2-p-tolyI-propenyl)-pyridine 

3- [2-(6-Methyl-pyridin-2-yl)-vinyll-phenylamine 

(2 >Dimethoxy-7-^^ 
amine 

NH3-[2-(6-Methyl-pyridin-2-yl)-vinyl]-phenyl}-acetamide 
N-{3-t2-(6-Methyl-pyridin.2-yl)-vinyll-phenylh2-pheny!-acetamide 

2,2-DimethyI-M3-[2-(6-me^ 

Th io P hene-2-carboxylic acid {3.[2-(6-methy|.pyridin-2.yl)-vinyi]-phenyl>amide 

Cyclohexanecarboxylic acid {3-[2.(6-methyi-pyridin^yl).vinyl]-phenyl}-amide 

1.(4.Bromo-phenyi)-3^3-[2.(6-methyl-pyridin-2.yl)-vinyl]-phenyl}-urea 

2-Methyl-6-[2-(4-nitro-phenyl)-vinyl]-pyridine 

4-[2-(6-Methyi-pyridin-2-yl)'Vinyl]-phenylamine 

2-[2-(3,5-Dich!oro-phenyl)-vinyl]-6-methyi-pyridin-3-o! 

6-[2-(3,5-Dichioro-phenyi)-vinyl]-2-methyi-pyridin-3-oI 

2-t2-(3,5-Dich!oro-phenyi)-vinyl]-pyridin-3-ol 

2-[2-(6-Chloro-benzo[1,3]dioxol-5-yi)-vinyl]-6-methyl-pyridine 

2-[2-(2,3-Difluoro-phenyl)-vinyl]-6-methyI-pyridine 

2-[2-(3,4-Dichloro-phenyl)-propenyl]-6-methyl-pyridine 

2-[2-(3,5-Bis-trifluoromethyi-phenyl)-vinyl]-6-meihyi-pyridine 

Acetic acid 2.methoxy-6-t2.(6.methyl-pyridin-2-yl)-vinyi]-phenyI ester 

2-Methoxy-6-t2-(6-methyi-pyridin-2-yi)-vinyl]-phenol 

2-Methyl-6-[2-(2 f 3 I 6-trifluoro-phenyl)-vinyl]-pyridine 

2-l2-(4-Fiuoro-3-trifluoromethyl-phenyi)-vinyi]-6-methyl-pyridine 

2- Methyl-6-(2,3 I 6-trifluoro-phenyiethynyl)-pyridine 

Acetic acid 4-chloro-2-[2-(6-methy!-pyridin.2-yl)-vinyll-phenyl ester 
Acetic acid 2,6.di-.tert.-butyl-4.l2-(6.methyl-pyridin-2-yl)-vinyl].phenyl ester 

3- {6-Methyi-pyridin-2-ylethynyl)^benzamide 

Acetic acid 4-bromo-2-methoxy.6-[2.(6.methyl-pyridin-2.yl)-viny!]-phenyi e^ter 
2-(6-Chioro-benzo[1.3]dioxo!-5-ylethynyi)-6-methyI-pyridine 
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2-[2-(3,S-Dichtoro-phenyl)-vinyl]-3-methoxy-6-methyl-pyridine 
2-[2-(3,5-Dichloro-phenyl)-vinyI]-3-methoxy-pyriciine 
5-Azido-2-t2-(6-methyl-pyridin-2-yl)-vinyl]-pheno! 
2-[2-(Pyridin-3-yl)ethynyl]-6-methyl-pyridine 
N-{3-[2-(6-Methyi-pyridin-2-yl)-viny0-phenyihsuccinamic acid 

1- tert.-Butyl-3-{3-[2-(6-methyl-pyridin-2-yl)-vinyl]-phenyl}-urea 

5- ({3-[2-(6-Methyi-pyridin-2-yl)-vm^ 
2,3-dione 

Tetrahydro-furan-2-carboxyl^^ 

(1 ^3-[2-(6-Methyl-pyndin-2^ acid tert -- 

butyl ester 

({3-[2-(6-Methyl-pyridin-2-yl)-vinyi]-pte^ acid tert.-butyl ester 

Diethyl-{3-[2-(6-methyl-pyridin-2-yl)-vinyl]-phenyl}-amine 
Ethyl-{3-[2-(6-methyl-pyridin-2-yl)-vinyl]-phenyl}-amine 
Ethyi^3-[2-(6-methyl-pyridin-2-yi)-vinyI]-phenyl}-amine 

2- (2-Ethoxy-3 f 6-difluoro-phenyiethynyl)-6-methyl-pyridine 
2-(3,5-Difiuoro-phenyiethynyl)-6-methyl-pyridine 
2-(3-Fluoro-phenylethynyl)-6-methyl-pyridine 
2-[2-(3,5-Dimethyl-phenyi)-vinyi]-6-methyl-pyridine 
2-[2-(3,4-Dimethoxy-phenyl)-vinyi]-6-methyl-pyridine ' 
2-(3,4-Dichioro-phenylethynyl)-6-methyl-pyridine 
2-(4-Ethoxy-34rifluoromethyi-phenylethynyl)-6-methyl-pyridine 
2-(4-Fluoro-phenylethynyl)-6-methyl-pyridine 
2-Methyl-6-o-tolyiethynyl-pyridine 
2-(3,4-Dif!uoro-phenylethynyl)-6-methyi-pyridine 
2-Methyl-6-[2-(2 t 3,5-trich!oro-ph8nyl)-vinyI]-pyridine 

1- [3-(6-Methyl-pyridin-2-ylethynyi)-phenyl]-ethanone 

2- Methyl-6-(3-trifluoromethyl-pheny!ethynyl)-pyridine 
2-Methyi-6-(3-nitro-phenyiethynyl)-pyridine 

6- [2-(3,5-Dichloro-phenyl)-vinyl]-3-methoxy-2-methyUpyridine 
{2-[2-(2-Ch!oro-phenyl)-vinyl]-6-me^ 
(3-{2-[2-(3,5-Dich!oro-pheny!)-viny^ 
N-(4-f2-(6-Methyl-pyridin-2-yl)-vinyl]-phenyl}-succinamic acid 
N^4.[2-(6-Methyl-pyridin-2-yl)-vinyl]-phenyl}-2-phenyl-acetamide 

({4-[2-(6-Methyl-pyridin-2-yl)-vinyl]-^^ acid .tert.-butyl ester 

1-(tert.-Butyi-3-{4-[2-(6-methyl-pyridin-2-yl)-vinyl]-phenyi}-urea 
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{3-[2-(6-Methyl-pyridin-2-yl)-vinyq-pheny^thi 

Cydohexylmettiyl^ 
{4-[2-(6-Methyl-pyridin-2-yl)-vi^ 

CydohaxylmethylW 

2-Amino-NK3-[2-(6-methyl-pyridin-2-yl)-vinyll-phenyl}-3-pheny!-propiona^ 

2-Amino-NK3-t2-(6-methyl-pyridin-2-yl)-vinyl]-phenyl}-acetamide 

2-Amino-N-(4-[2-(6-methyl-pyridin-2-yl)-vinyO-phenyl}-acetamide 

1 -11 -({2-[2-(2-Chloro-phen^ 
imidazolidin-2-one 

(1 44-[2-(6-Methyl-pyridin-2-yI)-vinyl]-phenyla^ino}-ethyl)-phosphonic acid dimethyl 

2-(3-Ethoxy-4-f!uoro-phenylethynyl)-6-methyl-pyridine 

2-(3-Chloro-phenylethynyl)-6-methyl-pyridine 

1 -(3-Pyridin-2-ylethynyl-phenyl)-ethanone 

4-Chloro-2'[2-(6-methyl-pyridin-2-yl)-vinyl]-phenol 

4-Bromo-2-methoxy-6-[2-(6-methyI-pyridin-2-yl)-vinyl]-phenol 

2-(2,5-Difluoro-phenylethynyI)-6-methyl-pyridine 

2-(3,5-Dimethyl-pheny!ethynyi)-6-methyl-pyridine 

2- [2-(3 l 5-Dibromo-pheny!)-vinyi]-6-methyl-pyridine 

3- (6-Methyl-pyridin-2-ylethynyl)-benzonitrile 

2- Methyl-6-[2-(pyrimidin-5-yl)-ethynyl]-pyridine 

(242-[2-(3-Ch!oro-phenyl)-vinyl]-6-methyl-pyridin-3-yioxy}-ethyl)-dimethyi-anriine 
Acetic acid H4-[2-(6-methy!-pyridin-2-yl)-vinyi]"phenyl}-ethyl ester 

3- [2-(6-Methyl-pyridin-2-yl)-vinyl]-phenol 
3-{6-Methyl'pyridin-2-yiethynyI)-phenylamine 
.N.-[3-(6-Methyi-pyridin-2-yiethynyl)-phenyl]-2-phenyl-acetamide 
Thiophene-2-carboxylicacid[3-(6-methyI-pyridin-2-ylethynyl)-phenyl]-amide 

2- Methyl-6-thiophen-2-ylethynyl-pyridine 

3- (6-Methyl-pyridin-2-ytethynyl)-benzoic acid ethyl ester 
2-(3,5-Dibromo-phenylethynyl)-6-methy!-pyridine 
{2-[2-(2-Chloro-phenyl)-vinyO-6-methyl-pyridin-3-ylmethyiH^ethyl-amine 
(S^e-t^tS-Chioro-phenyO-vinyll^-methyl-pyridin-S-yloxy^propyO-dimethyt- 
5-Azido-4-iodo-2-{2-(6-methyl-pyridin-2-yi)-vinyi1-phenoi 
2 I 6-DI-tert.-butyl-4-[2-(6-methyl-pyridin-2-yl)-vinyl]-phenol 
H4-[2-(6-Methyi-pyridin-2-y1)-vinyl]-phenyl}-ethanol 
2-Methyl-6-[2-(pyrimidin-2-yl)-ethynyl]-pyridine 
[3-(6-Methyl-pyridin-2-ylethynyi)-phenyl]-phenyl-methanone 
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6-(6-Methyl-pyridin-2-ylethynyl)-3,4-dihydro-1H-quino!in-2-one 

2- (3-{2-[2-(3-Chloro-phenyO^ 

3- Methoxy-6-methyl-2-.m.-tolylethynyl-pyridine L 
Acetic acid 2-[2-(6-methyl-pyridin-2-yl)-viny0-4-nitro-phenyl ester 
6-(6-Methyl-pyridjn-2-ylethynyO-lndan-1-one 
2-Methyl-6-[2-(pyrazin-2-yl)-ethynyl]-pyridine 
N-Methyl-.N.-(3-{4-[2-(6-me^^ 
2-[2-(3,5-Bis-trifiuorome^ 

Acetic acid 2-phenylethynyl-pyridin-3-yl ester 

Acetic acid 6-methyI-2-m-tolylethynyl-pyridin-3-yl ester 

Acetic acid 4-[2-(6-methyl-pyridirv2-yl)-vinyl]-2-nitro-phenyl ester 

2-[2-(6-Methyi-pyridin-2-yl)-vinyl]-4-nitro-phenol 

Dimethyl-[3-(2-pheny!ethynyl-pyridin-3-yloxy)-propyl]-amine 

Dimethyl-(3-{4-[2-(6-methyL 

1- {4-[2-(6-Methyl-pyridin-2-yl)-vinyl]-phenyl}-ethanone 

2- (3-Fluoro-phenylethynyl)-quinoline 

Acetic acid 2-methyl-6-styryl-pyridin-3-yl ester 

4- [2-(6-Methyl-pyridin-2-yl)-vinyl]-2-nitro-phenol 

3- Ethoxy-4-[2-(6-methyi-pyridin-2-yl)-vinyl]-2-nitro-phenol 

4- (6-Methyi-pyridin-2-ylethynyl)-2-nitro-pheno! 

Acetic acid 2-[2-(6-methyl-pyridin-2-yl)-vinyl]-6-nitro-phenyl ester 
Dimethyl-[3-(6-methyl-2-pheny^^ 
2-Azido-4-[2-(6-methy!-pyridin-2-yl)-vinyl]-phenol 
Dimethyl-[3-(6-methyl-2-.m.4olyle%^ 

2- (3-Methanesulfonyl-phenyiethynyl)-6-methy!-pyridine 

3- {2-[2-(3-Chloro-phenyl)-vinyl]-6-methyi-pyridin-3-yloxy}-propylamin 

4- Azido-N-(3^2-[2-(3-chloro-phen^^^ 
benzamide 

3-[3-(3-Dimethylamino-propoxy)-6^ 

5- (6-Methyl-pyridin-2-ylethynyl)-indan-1-one 
2-Methyl-6-(2,3 I 5-trichloro-phenylethynyl)-pyridine 
2-[2-(6-methyi-pyridin-3-yl)ethynyl]-6-rnethyl-pyrtdine 
Dimethyl-{3-[6-methyl-2-(3^ 

2-[2-(6-methyi-pyridin-3-yl)ethynyl]-3-methoxy 6-methyl-pyridine hydrochloride salt 

2- Methyl-6-(5,6 l 7,8-tetrahydro-naphthalen-2-ylethynyl)-pyridine 

3- [2-(3-Chloro-phenyiethynyl)-6-methyi-pyridin-3-yioxy]-propylamine 
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(344-Bromo-2-methoxy-6-[2-(6-mett^^ 

(6-(3-Fluoro-phenylethynyI)-pyridin-2-yl]-dimethyl-amine 

e'-Ca-FIuoro-phenylethynyO-S.A.S.e-tetrahydro^H-ll^lbipyridinyl 

{3-[2-(3-Chloro-phenylethynyl^ 
benzamide 

H3-(6.Methyl-pyrid^^ acid *W M 

1- [3-(6-Methyl-2-phenyiethynyl-pyridin-3-yloxy)-propyl]-piperi 

2- Ethynyl-6-(3-fluoro-phenylethynyl)-pyridine 

3- Methyl-6-(6-methyi-pyridin-2-yiethynyl)-3H-benzooxazol-2-one 

1 .[3-(6-Methyl-pyridin-2-yIethynyl)-phenyl]-1 H-[1 ,2,4]triazole-3-carboxylic acid 
1-[3-(6-Methyl-pyridin-2^ diethylamide 

1- [3-(6-Methyi-2-phenylethynyl-pyridin-3-yloxy)-propyi]-piperidin-4-oI 
5-(6-Methy!-pyridin-2-ylethynYl)-2-nitro-phenol 
5-[2-Bromo-2-(6-methyl-pyridin-2-yi)-vinyl]-2-nitro-phenol 
5-[2-(6-Methyl-pyridin-2-yl)-E-vinyl]-2-nitro-phenol 
5-[2-(6-Methyl«pyridin-2-yI)-Z-vinyl]-2-nitro-phenol 

4- Azido-2-hydroxy-N-[3-(6-methy^^ 

5- (3-Dimethylamino.propoxy)-6-phenylethynyl-pyridine-2-carboxylic acid ethyl ester 

6- Methyl-2-styryl-pyrimidin-4-oi 

2- Ethy!-6-(3-fluoro-pheny!ethynyl)-pyridine 
2-(3,5-Dichloro-phenylethynyi)-6-methyl-pyridine 
2-Methyl-6-(3-trifluoromethoxy-phenylethynyl)-pyridine 
2-Methy!-6-(3-[1 .^ltriazoM -yl-phenylethynyi)-pyridine 
4-(6-Methyl-pyridin-2-y!ethynyl)-phthalonitrile \ 

2- Methyl-6-{2-[3-(1H-tetrazol-5-yl)-phenyl]-vinyl}-pyridine; compound with formic acid 

3- [2-(3 ( 5-Dichloro-phenylethynyl)-6-methyl-pyridin-3-yioxy]-propylamine 

{3-[2-(3,5-Dichioro-phenylethynyl^^ 
2-(3 t 5-Dimethyl-phenylethynyi)-3-methoxy-6-methyi-pyridine 

2-[2-(3-Fluoro-phenyl)-vinyi]-6-methyl-pyridin-3-ol 
6-(3-Fluoro-phenylethynyl)-2-methyl-nicotinic acid ethyl ester 
2-Azido-5-(6-methyl-pyridin-2-ylethynyl)-phenol 
6-(3^Dimethoxy-phenylethynyl)-5^ 
ethyl ester 

2-(4-Methoxy-3-trifluoromethyl-phenylethynyl)-6-methyl-pyridine 
2-(3-Fluoro-phenylethynyl)-6-methoxy-pyridine 
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2-(3-Fluoro-phenylethynyl)-5-methyl-pyridine 
6-(3>Dichloro-phe^^ 



ester 



5-(3-Dimetriylamino^poxy ^ add 



6-(3-Fluoro-phenylethynyl)-2-methyl-nicctinicacid 

l6-(3-Fluoro-phenylethynyl)-2-methyl-pyridin-3-yl}-methanol 

[4-(4-Fluoro-benzoyl)-piperidin-1-yll-[6-(3-fluoro-ph8nylethynyl)-2-methyl-pyridin-3-yl]- 

methanone 

2-(3-Fluoro-phenylethynyl)-6-methyl-nicotinic acid ethyl ester 
2-(3-Fluoro-phenylethynyl)-4,6-dimetriyl-pyridine 
6 .(3-Fluoro-phenylethynyl)-X-(5-metr^ 
tt 6-(3-Fluoro-ptenylethyn^ 



2-Methyl-6-(5-methyl-thiophen-2-ylethynyl)-pyridine 

2- Methyl-6-(2,3,5-trimethyl-phenylethynyl)-pyridine 

3- {2-[2-(3-Fluoro-phenyl)-vinyl]-6-methyl-pyridin-3-yloxy}-propan-1-ol 
[6-(3-Fluoro-phenylethynyl)-2-methyl-pyridin-3-ylmethyl]-dimethyl-arnine 
2 ( 2-Dimethyl-propionicacid3-[2-(3-fluoro-phenylethynyl)-6-methyl-pyridin-3-yloxy]-propyl 

ester 

2-Azido-4-iodo-5-(6-methyl-pyridin-2-ylethynyl)-phenol 
6-Azido-2.4-diiodo-3-(6-methyl-pyridin-2-y!ethynyl)-pher.ol 

4- Azido-2-hydroxy-5-iodo-.N.-[3-(6-methyl-pyridirv2-ylethynyl)-phenyl1-bercamide 

Acetic acid 3-acetoxymethyl-5-(6-methyl-pyridin-2-ylethy.nyl)-benzyl ester 
(BenzyK[2-(3-fluoro-phenylethyny1)-6-methyl-pyridin-3-yloxyhacetyl>ami n o)-aceticacidethy^ 

ester 

2- [2-(3-nuoro-phenyl)-vinyl]-6-methyl-isonicotinic acid ethyl ester 

3- [2-(3-Fluoro-phenylethynyl)-6-methyl-pyridin-3-yloxyl-propan-1-ol 
[3-Hydroxymethyl-5-(6-methyl-pyridin-2-ylethynyl)-phenyl]-methanol 
(3J242-(3,5-Dimethyl-pher»yl)-vinyn-6-metriyl-pyridin-3-yloxy}-propyl)-dimethy 
[4-(4-Fluoro-benzoyl)-piperidin-1-ynH6-[2-(3-fluoro-phenyl)-viny1]-2-methy1-pyridin-^^^^^ 

methanone 

2-[2-(3-Fluoro-phenyl)-vinyll-6-methyl-isonicotinlcacid 

{S-p-P-Chlorc^phervO-vlnyQ^^^^ 

methanone 

2-(3-Ethynyl-phenylethynyl)-6-methyl-pyridine 
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(3-{2-[2-(2 l 6-Dichloro-phenyl)-vinyl]-6-methyl-pyridin-3-yloxy}-propyl)-dimethy^ 
(3-{2-[2-(2,3-Dichloro-phenyl)-vinyl]-6-^^ 
^6-(3-Huoro-phenylethynyl)-2-methyl-py^ 
tert.-butyl ester 

[6-(3-Fluoro-phenylethynyl)-2-methyl-pyridin-3-yO-pipera2in-1-yl-methanone 

[4-(4-Azido-2-hydroxy-benzoyl)-piperazin-1-yO-[6-(3-f!uoro-phenylethynyl)-2-methy 

y(]-methanone 

(3-{2-[2-(2 f 4-Dichloro-phenyl)-viny]]-6-m^ 
2-(3-F!uoro-phenylethynyl)-6-methyl-isonicotinic acid ethyl ester 
2-(3-Fluoro-phenylethynyl)-6-methyl-isonicotinic acid .tert.-butyl ester 

2- (3-Fluoro-pheny!ethynyl)-6-methyi-isonicotinicacid 
[2-(3-Fluoro-phenylethynyl)-6-methyl-pyridin-4-yi]-methanol 

[4-(4-Fiuoro-benzoy!)-piperidin-1-yl]-[2-(3-fluoro-phenylethynyl)-6-methyl-pyridin-4-yl]- 
methanone 

3- Allyloxy-2-[2-(3 t 5-dich!oro-phenyi)-vinyl]-6-methyl-pyridine 
[2-(3-Ruoro-phenylethynyl)-6-methyl-pyridin-4-yl]-morpholin-4-yl-methanone 
Acetic acid 3-(6-methyi-pyridin-2-yiethynyl)-ben2yl ester 
[2-(3-Fluoro-phenylethynyl)-6-methyl-pyridin-4-ylmethyl]-dimethyl-amine 
(3-{2-[2-(3,5-Dichloro-phenyl)-propeny^^ 
2-(3-Fluoro-phenylethynyl)-3-methoxy-6-methyI-pyridine 
(3-{2-[2-(3,5-Dichloro-phenyl)-vlnyl]-pyridin-3-yloxy}-propyl)-dimethy!-amine 
(4-Azido-2-hydrcxy-5-iodo-phenyl)-{4-[6-(3-fiuoro-phenylethynyl)-2-methyi-pyridine-3- 
carbonyi]-piperazin-1-yl}-methanone 

4- Azido-N-{3-[2-(3-chloro-phenylethynyl)-6-methyI-pyridin-3-yloxy]-propyI}-2-hydroxy-5-iodo- 
benzamide 

4-(2-Pyridin-2-yl-vinyI)-benzoic acid ethyl ester 

(3-{2-[2-(4-Chloro-phenyi)-vinyO-6-methyI-pyridin-3-yloxy}-propyl)-dimethy!-amine 
[3-(6-Methyl-pyridin-2-ylethynyl)-phenyl]-methanol 
6-(3-Fluoro-phenylethynyl)-nicotinic acid tert.-butyl ester 

(3-{2-[2-(3,4-Dichloro-phenyl)-vinyO-6-methyl-pyridin-3-yloxy}-propyl)-dimethyl-amine 
2-(1-Bromo-2-phenyl-vinyiy-4-methyl-pyrimidine 
6-(3-Fluoro-phenylethynyl)-nicotinic acid 

[4-(4-Fluoro-benzoyl)-piperidin-1-yO-[6-(3-fluoro-phenyle%nyi)-pyridin-3-yl]-methanone 
2-(2-.tert.-Butoxy-3 t 6-difluoro-phenylethynyl)-6-methyi-pyridine 
2-Methyl-6-[2-(2 I 4,5-trifluoro-phenyl)-vinyl]-pyridine 
2-Methyl-6-[2-(2 f 3 l 4-trifluoro-phenyl)-vinyl]-pyridine 



f 
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3-(6-Methyl-pyridin-2-ylethynyl)-phenol } 

a-Methyl-e-p-Ca^.S-trifluoro-phenyO-vinyO-pyridine 

2-(3-Methoxy-phenylethynyl)-6-methyl-pyridine 

2-Methy!-6-(2 t 3,4-trifluoro-phenyIethynyi)-pyridine 

and pharmaceutical^ acceptable salts thereof. 

10. (342-[2-tahs-(3 f 5-dichlorophen^ 

dimethylamine in free form or in form of a pharmaceutical^ acceptable salt. 

11. A pharmaceutical composition comprising as pharmaceutical active ingredient, 
together with customary pharmaceutical excipients, a compound according to any of 
claims 6 to 1 0, in free form or in form of a pharmaceutical^ acceptable salt. 

12. A method of treating disorders mediated full or in part by mGluRI or mGluRS, which 
method comprises administering to a warm-blooded organism in need of such 
treatment a therapeutically effective amount of an 2-arylalkenyl- , 2-heteroarylalkenyl-, 
2-arylalkynyh 2-heteroarylaIkynyh 2-arylazo- and 2-heteroarylazo- pyridine or a 
pharmaceutical^ acceptable salt thereof. 



